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SECRETED AND TRANSMEMBRANE POLYPEPTIDES AND NUCLEIC ACIDS ENCODING THE 

SAME 

FIELD OF THE INVENTION 
The present invention relates generally to the identification and isolation of novel DNA and to the 
5 recombinant production of novel polypeptides encoded by that DNA. 

BACKGROUND OF THE INVENTION 
Extracellular proteins play an important role in the formation, differentiation and maintenance of 
multicellular organisms. The fate of many individual cells, e.g., proliferation, migration, differentiation, or 
10 interaction with other cells, is typically governed by information received from other cells and/or the immediate 
environment. This information is often transmitted by secreted polypeptides (for instance, mitogenic factors, 
survival factors, cytotoxic factors, differentiation factors, neuropeptides, and hormones) which are, in turn, 
received and interpreted by diverse cell receptors or membrane-bound proteins. These secreted polypeptides 
or signaling molecules normally pass through the cellular secretory pathway to reach their site of action in the 
15 extracellular environment. 

Secreted proteins have various industrial applications, including pharmaceuticals, diagnostics, biosensors 
and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons, interleukins, 
erythropoietins, colony stimulating factors, and various other cytokines, are secretory proteins. Their receptors, 
which are membrane proteins, also have potential as therapeutic or diagnostic agents. Efforts are being 
20 undertaken by both industry and academia to identify new, native secreted proteins. Many efforts are focused 
on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel secreted 
proteins. Examples of screening methods and techniques are described in the literature [see, for example, Klein 
et ah, Proc. Natl. Acad. Sci.. 93:7108-7113 (1996); U.S. Patent No! 5,536,637)]. 

Membrane-bound proteins and receptors can play an important role in the formation, differentiation and 
25 maintenance of multicellular organisms. The fate of many individual cells, e.g., proliferation, migration, 
differentiation, or interaction with other cells, is typically governed by information received from other cells 
and/or the immediate environment. This information is often transmitted by secreted polypeptides (for instance, 
mitogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and hormones) which 
are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. Such membrane- 
30 bound proteins and cell receptors include, but are not limited to, cytokine receptors, receptor kinases, receptor 
phosphatases, receptors involved in cell-cell interactions, and cellular adhesin molecules like selectins and 
integrins. For instance, transduction of signals that regulate cell growth and differentiation is regulated in part 
by phosphorylation of various cellular proteins. Protein tyrosine kinases, enzymes that catalyze that process, 
can also act as growth factor receptors. Examples include fibroblast growth factor receptor and nerve growth 
35 factor receptor. 

1 
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Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 
of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. Efforts are being 
undertaken by both industry and academia to identify new, native receptor proteins. Many efforts are focused 
5 on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel receptor 
proteins. 

We herein describe the identification and characterization of novel secre ted and transmembrane 
polypeptides and novel nucleic acids encoding those polypeptides. 

10 1. PRQ213 

Human growth arrest-specific gene 6 (gas6) encodes a protein that is expressed in a variety of different 
tissues and which has been reported to be highly expressed during periods of serum starvation and negatively 
regulated during growth induction. See Manfioletti et ah, Mol. Cell. Biol. 13(8):4976-4985 (1993) and Stitt et 
ah, Cell 80:661-670 (1995). Manfioletti et ah (1993), supra, have suggested that the gas6 protein is member 
of the vitamin K-dependent family of proteins, wherein the members of the latter family of proteins (which 
include, for example, Protein S, Protein C and Factor X) all play regulatory roles in the blood coagulation 
pathway. Thus, it has been suggested that gas6 may play a role in the regulation of a protease cascade relevant 
in growth regulation or in the blood coagulation cascade. 

Given the physiological importance of the gas6 protein, efforts are currently being undertaken by both 
industry and academia to identify new, native proteins which are homologous to gas6. Many of these efforts 
are focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for 
novel secreted and membrane-bound receptor proteins, specifically those having homology to gas6. Examples 
of such screening methods and techniques are described in the literature [see, for example, Klein et ah, Proc. 
Natl. Acad. Sci. , 93:7108-71 13 (1996); U.S. Patent No. 5,536,637)]. We herein describe the identification of 
25 a novel polypeptide which has homology to the gas6 polypeptide. 

2. PRQ274 

The 7-transmembrane ("7TM") proteins or receptors, also referred to in the literature as G-protein 
coupled receptors, are specialized proteins designed for recognition of ligands and the subsequent signal 

30 transduction of information contained within those ligands to the machinery of the cell. The primary purpose 
of cell surface receptors is to discriminate appropriate ligands from the various extracellular stimuli which each 
cell encounters, then to activate an effector system that produces an intracellular signal, thereby controlling 
cellular processes. [Dohlman, H.,Ann. Rev. Biochem , 60:653 (1991)]. The ability of 7TM receptors to bind 
ligand to a recognition domain and allosterically transmit the information to an intracellular domain is a 

35 specialized feature of 7TM proteins fKenakin, T., Pharmacol. Rev 48:413 (1996)]. The gene family which 
encodes the 7TM receptors or G-protein linked receptors encode receptors which recognize a large number of 
ligands, including but not limited to, C5a, interleukin 8 and related chemokines. Research in this area suggests 
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that distinct signals at the cell surface feed into common pathways of cell activation. [Gerard, C. and Gerard, 
N., Curr. Op. Immunol. , 6:140 (1994), Gerard, C. and Gerard, N.. Ann. Rev. Immunol. . 12:775 (1994)]. The 
superfamily of 7TM or G-protein coupled receptors contains several hundred members able to recognize various 
messages such as photons, ions and amino acids among others [Schwartz, T.W. , et al . , H., Trends in Pharmacol. 
Sci. . 17£61:213 (1996)]. 

5 [Dohlman, H.,Ann. Rev. Biochem., 60:653 (1991)]. [Schwartz, T.W., et ah, H., Eur. J. Pharm. Sci. . 2:85 
(1994)]. We describe herein the identification of a novel polypeptide (designated herein as PR0274) which has 
homology to the ? transmembrane segment receptor proteins and the Fn54 protein. 

3, PRO300 

The Diff 33 protein is over-expressed in mouse testicular tumors. At present its role is unclear, 
however, it may play a role in cancer- Given the medical importance of understanding the physiology of cancer, 
efforts are currently being under taken, to, identify new, : native proteins which are involved in cancer. We 
describe herein the identification of a novel polypeptide which has homology to Diff 33, designated herein as 

PRO300. : : : ; - n ~ -. :. ........... ....... , ; ... 

4. PRQ284 . ... ;; . :f . • 
Efforts; aire currently being undertaken to identify and characterize novel transmembrane proteins. We 

herein describe the identification and characterization of a novel transmembrane polypeptide, designated herein 
as PRQ284. .... 

5- PRQ296 

Cancerous cells often express numerous proteins that are not expressed in the corresponding normal cell 
type or are expressed at different levels than in the corresponding normal cell type. Many of these proteins are 
involved in inducing the transformation from a normal cell to a cancerous cell or in maintaining the cancer 
phenotype. As such,, there is significant interest in identifying and characterizing proteins that are expressed in 
cancerous cells. We herein describe the identification and characterization of a novel polypeptide having 
homology to the sarcoma-amplified protein SAS, designated herein as PR0296. 

6. PRQ329 

Immunoglobulin molecules play roles in many important mammalian physiological processes. The 
structure of immunoglobulin molecules has been extensively studied and it has been well documented that intact 
immunoglobulins possess distinct domains, one of which is the constant domain or F c region of the 
immunoglobulin molecule. The F c domain of an immunoglobulin, while not being direcdy involved in antigen 
recognition and binding, does mediate the ability of the immunoglobulin molecule, either uncomplexed or 
complexed with its respective antigen, to bind to F c receptors either circulating in the serum or on the surface 
of cells. The ability of an F c domain of an immunoglobulin to bind to an F c receptor molecule results in a variety 
of important activities, including for example, in mounting an immune response against unwanted foreign 

3 
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particles. As such, there is substantial interest in identifying novel F r receptor proteins and subunits thereof. 
We herein describe the identification and characterization of a novel polypeptide having homology to a high 
affinity immunoglobulin F c receptor protein, designated herein as PR0329. 

7. PRQ362 

5 Colorectal carcinoma is a malignant neoplastic disease which has a high incidence in the Western world, 

particularly in the United States. Tumors of this type often metastasize through lymphatic and vascular channels 
and result in the death of some 62,000 persons in the United States annually. 

Monoclonal antibody A33 (mAbA33) is a murine immunoglobulin that has undergone extensive 
preclinical analysis and localization studies in patients inflicted with colorectal carcinoma (Welt et al., J. Clin. 

10 Oncol. 8: 1894-1906 (1990) and Welt et al., J. Clin. Oncol. 12:1561-1571 (1994)). mAbA33 has been shown 
to bind to an antigen found in and on the surface of normal colon cells and colon cancer cells. In carcinomas 
originating from the colonic mucosa, the A33 antigen is expressed homogeneously in more than 95% of the 
cases. The A33 antigen, however, has not been detecting in a wide range of other normal tissues, i.e., its 
expression appears to be rather organ specific. Therefore, the A33 antigen appears to play an important role 

15 in the induction of colorectal cancer. 

Given the obvious importance of the A33 antigen in tumor cell formation and/or proliferation, there is 
substantial interest in identifying homologs of the A33 antigen. In this regard, we herein describe the 
identification and characterization of a novel polypeptide having homology to the A33 antigen protein, designated 



20 



herein as PR0362. 



8. PRQ363 

The cell surface protein HCAR is a membrane-bound protein that acts as a receptor for subgroup C of 
the adenoviruses and subgroup B of the coxsackieviruses. Thus, HCAR may provide a means for mediating 
viral infection of cells in that the presence of the HCAR receptor on the cellular surface provides a binding site 

25 for viral particles, thereby facilitating viral infection. 

In light of the physiological importance of membrane-bound proteins and spcficially those which serve 
a cell surface receptor for viruses, efforts are currently being undertaken by both industry and academia to 
identify new, native membrane-bound reeptor proteins. Many of these efforts are focused on the screening of 
mammalian recombinant DNA libraries to identify the coding sequences for novel receptor proteins. We herein 

30 describe a novel membrane-bound polypeptide having homology to the cell surface protein HCAR and to various 
tumor antigens including A33 and carcinoembryonic antigen, designated herein as PR0363, wherein this 
polypeptide may be a novel cell surface virus receptor or tumor antigen. 

9. PRQ868 

35 Control of cell numbers in mammals is believed to be determined, in part, by a balance between cell 

proliferation and cell death. One form of cell death, sometimes referred to as necrotic cell death, is typically 
characterized as a pathologic form of cell death resulting from some trauma or cellular injury. In contrast, there 
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is another, "physiologic" form of cell death which usually proceeds in an orderly or controlled manner. This 
orderly or controlled form of cell death is often referred to as "apoptosis" [see, e.g., Barr et al., 
Bio/Technology , 12:487-493 (1994); Steller et al : , Science , 267:1445-1449 (1995)]. Apoptotic cell death 
naturally occurs in many physiological processes, including embryonic development and clonal selection in the 
immune system [Itoh et al., Cell, 66:233-243 (1991)]. Decreased levels of apoptotic cell death have been 
5 associated with a variety of pathological conditions, including cancer, lupus, and herpes virus infection 
[Thompson, Scjence, 267:1456-1462 (1995)]. Increased levels of apoptotic cell death may be associated with 
a variety of other pathological conditions, including AIDS, Alzheimer's disease, Parkinson's disease, 
amyotrophic lateral sclerosis, multiple sclerosis, retinitis pigmentosa, cerebellar degeneration, aplastic anemia, 
myocardial infarction, stroke, reperfusion injury, and toxin-induced liver disease [see, Thompson, supra]. 
10 Apoptotic cell death is typically accompanied by one or more characteristic morphological and 

biochemical changes in cells, such as condensation of cytoplasm, loss of plasma membrane microvilli, 
segmentation of the nucleus, degradation of chromosomal DNA or loss of mitochondrial function. A variety 
of extrinsic and intrinsic signals are believed to trigger or induce such morphological and biochemical cellular 
changes [Raff, Nature, 356:397-400 (1992) ^teller, suDia- Sachs et al.. Blood . 82:15 (1993)]. For instance, 
15 they can be triggered by hormonal stimuli, such as- glucocorticoid hormortes fdr immature thymocytes, as well 
as withdrawal of certain growth factors [Watanabfe-Fukuhaga et al.. Nature, 35^:314-317 (1992)]. Also, some 
identified oncogenes such as myc, ret, and El A, and tumor suppressors, like p53, have been reported to have 
a role in inducing apoptosis. Certain chemotherapy drugs and some forms of radiation have likewise been 
observed to have apoptosis-inducing activity [Thompson, supral. 
20 Various molecules, such as tumor necrosis factor-a ("TNF-a"), tumor necrosis factor-p ("TNF-P" or 

"lymphotoxin-a"), lymphotoxin-p ("LT-p"), GD30 ligand, CD27 ligand, CD40 ligand, OX-40 ligand, 4-1BB 
ligand,.Apo-l ligand (also referred to as Fas ligand or CD95 ligand>, and Apo-2 ligand (also referred to as 
TRAIL) have been identified as members of the tumor necrosis factor ("TNF") family of cytokines [See, e.g., 
Gruss and Dower, Blood, 85.:3378-3404 (1995); Pitti et al., J. Biol. Chem. 271:12687-12690 (1996); Wiley 
25 et al., Immunity , 3:673-682 (1995); Browning et al., Cell, 72:847-856 (1993); Armitage et al. Nature . 357:80- 
82 (1992), WO 97/01633 published January 16, 1997; WO 97/25428 published July 17, 1997]. Among these 
molecules, TNF-a, TNF-p, CD30 ligand, 4-1BB ligand, Apo-1 ligand, and Apo-2 ligand (TRAIL) have been 
reported to be involved in apoptotic cell death. Both TNF-a and TNF-P have been reported to induce apoptotic 
death in susceptible tumor cells [Schmid et al., Proc. Natl a™h sh 83: 1881 (1986); Dealtry et al., Eur. J. 
30 Immunol. , 17:689 (-1987)]. Zheng et al. have reported that TNF-a is involved in post-stimulation apoptosis of 
CD8-positive T cells [Zheng et al., Nature, 377:348-35 1 (1995)]. Other investigators have reported that CD30 
ligand may be involved in deletion of self-reactive T cells in the thymus [Amakawa et al. , Cold Spring Harbor 
Laboratory Symposium on Programmed Cell Death, Abstr. No. 10, (1995)]. 

Mutations in the mouse Fas/Apo-1 receptor or ligand genes (called Ipr and gld, respectively) have been 
35 associated with some autoimmune disorders, indicating that Apo- 1 ligand may play a role in regulating the clonal 
deletion of self-reactive lymphocytes in the periphery [Krammer et al., Curr. Op: Irnmnnnl 6:279-289 (1994); 
Nagata et al., Science, 267:1449-1456 (1995)]. Apo-1 ligand is also reported to induce post-stimulation 
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apoptosis in CD4-positivc T lymphocytes and in B lymphocytes, and may be involved in the elimination of 
activated lymphocytes when their function is no longer needed [Krammer ct al., su^ra; Nagata et a!., supra l. 
Agonist mouse monoclonal antibodies specifically binding to the A P o-l receptor have been reported to exhibit 
cell killing activity that is comparable to or similar to that ofTNF-a [Yonehara et al.. J. Exo. Med. . .169: 1747- 
1756(1989)]. 

Induction of various cellular responses mediated by such TNF family cytokines is believed to be initiated 
by their binding to specific cell receptors. Two distinct TNF receptors of approximately 55-kDa (TNFR 1 ) and 
75-kDa (TNFR2) have been identified [Hohman et al., J. Biol. Chem. 264: 14927-14934 (1989): Brockhaus ct 
al., Proc. Natl. Acad Sci , 87:3127-3131 (1990); EP 417,563, published March 20, 1991] and human and 
mouse cDNAs corresponding to both receptor types have been isolated and characterized [Loetscher et al . , CeJ], 
6J.:351 (1990); Schall et al., Cell, 61:361 (1990); Smith et al., Science . 24S .mQ.irm (19 90); Lewis et al., 
Proc. Natl. Acad. Sri , 88:2830-2834 (1991); Goodwin et al., Mol. Cell. Rinl U:3020-3026 (1991)]. 
Extensive polymorphisms have been associated with both TNF receptor genes [see, e.g.. Takao et al.. 
Immunogenics , 37: 199-203 (1993)]. Both TNFRs share the typical structure of cell surface receptors including 
extracellular, transmembrane and intracellular regions. The extracellular portions of both receptors are found 
naturally also as soluble TNF-binding proteins [Nophar, Y. et al., EMBOJ 9:3269 (1990); and Kohno, T. et 
al., Proc. Natl. Acad. Sci, USA , 87:8331 (1990)]. More recently, the cloning of recombinant soluble TNF 
receptors was reported by Hale et al. fJ. Cell. Binr.hpm Supplement 15F 1991, p. 113 (P424)]. 

The extracellular portion of type 1 and type 2 TNFRs (TNFR 1 and TNFR2) contains a repetitive amino 
acid sequence pattern of four cysteine-rich domains (CRDs) designated 1 through 4, starting from the NH,- 
terminus. Each CRD is about 40 amino acids long and contains 4 to 6 cysteine residues at positions which are 
well conserved [Schall et al., supra; Loetscher et al., supra; Smith et al., supra; Nophar et al., supra: Kohno 
etal., supra]. In TNFR1, the approximate boundaries of the four CRDs are as follows: CRD 1- amino acids 14 
to about 53; CRD2- amino acids from about 54 to about 97; CRD3- amino acids from about 98 to about 138: 
CRD4- amino acids from about 139 to about 167. In TNFR2, CRD1 includes amino acids 17 to about 54: 
CRD2- amino acids from about 55 to about 97; CRD3- amino acids from about 98 to about 140; and CRD4- 
amino acids from about 141 to about 179 [Banner et al., CeM, 73:43 >-435 (1993)]. The potential role of the 
CRDs in ligand binding is also described by Banner et al., supra . 

A similar repetitive pattern of CRDs exists in several other cell-surface proteins, including the P 75 nerve 
growth factor receptor (NGFR) [Johnson et al., CeM, 47:545 (1986); Radeke et al., Nature . 325:593 (1987)], 
30 the B cell antigen CD40 [Stamenkovic et al., EMBOJ., 8: 1403 (1989)], the T cell antigen OX40 [Mallet et al., 
EMBOJ,, 9:1063 (1990)] and the Fas antigen [Yonehara et al., supra and Itoh et al., Cell, 66:233-243 (1991)]. 
CRDs are also found in the soluble TNFR (sTNFR)-like T2 proteins of the Shope and myxoma poxviruses 
[Upton et al., Virology , 160:20-29 (1987); Smith et al., Biochem. Bionhys. Res. Commnn. 176:335 (1991); 
Upton et al., Virology , 184:370 (1991)]. Optimal alignment of these sequences indicates that the positions of 
the cysteine residues are well conserved. These receptors are sometimes collectively referred to as members 
of the TNF/NGF receptor superfamily. Recent studies on p75NGFR showed that the deletion of CRD1 
[Welcher, A. A. et al„ Proc. Natl. Acad. .Sci USA, 88:159-163 (1991)1 or a 5-amino acid insertion in this 
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domain [Yan, H. and Chao. M.V., LBioJ^Cherru, 266:12099-12104 (1991)] had little or no effect on NGF 
binding [Yan. H. and Chao, M. V., supra]. P 75 NGFR contains a proline-rich stretch of about 60 amino acids, 
between its CRD4 and transmembrane region, which is not involved in NGF binding [Peetre, C. et al., Eur. J. 
HematoL, ±1:414-419 (1988); Seckinger, P. et al., J. Biol. Chem. . 264:11966-11973 (1989); Yan. H. and 
Chao, M.V., supia]. A similar proline-rich region is found in TNFR2 but not in TNFR1. 
5 The TNF family ligands identified -to- date, with the exception of lymphotoxin-a, are type II 

transmembrane proteins, whose C-terminus is extracellular. In contrast, most receptors in the TNF receptor 
(TNFR) family identified to date are type I transmembrane proteins. In both the TNF ligand and receptor 
families, however, homology identified between family members has been found mainly in the extracellular 
domain ("ECD"). Several of the TNF family cytokines, incIuding'FNF-a,.Ap6-l ligand and CD40 ligand, are 
10 cleaved proteolytically at the cell surface;-the resulting protein |8 'each case typically forms a homotrimeric 
molecule that functions as a soluble cytokine, TNF receptor family- proteins are also usually cleaved 
proteolytically to release soluble receptor ECDs that can function as inhibitors of the cognate cytokines. 

Recently, other members of the TNFR family have been identified-: Such newly identified members 
of the TNFR family include CAR I, HVEM and osteoprotegerin <©PG) [Brbjatsch et al., CeJi. 87:845-855 
15 (1996); Montgomery etal., Cell, 87:427-436(1996); Marsters etal..' J. Biol. Chem. 272rl4n?0.i4m? (ioo7v 
Simonet et ak, Cell, 82:309-319 (1997)]. Unlike other known TNFR-like molecules, Simonet et al., suDra, 

report that OPG contains no hydrophobic transmembrane-spanhing sequence; •■^ 

Moreover, a new member of the TNF/NGF receptor family has been identified in mouse, a receptor 
referred to as "GITR" for "glucoconicbid-induced tiimor necrosis factor receptor family-related gene" 
20 [Nocentini et al., Prbc. Natl. Acad. Sci. USA 94:6216-6221 (1997)]! The mouse GITR receptor is a 228 amino 
acid type I transmembrane proteiri-that. is expressed in normal mouse T lymphocytes from thymus, spleen and 
lymph nodes. Expression of the mouse GITR receptor was induced in T lymphocytes upon activation with anti- 
CD3 antibodies, Con A or phorbol 12-myristate 13-acetate. It was speculated by the authors that the mouse 
GITR receptor was involved in the regulation of T cell receptor-mediated cell death 1 . ' 
25 In Marsters et al. , Curr. Biol., 6:750 (1996), investigators describe a full length native sequence human 

polypeptide, called Apo-3, which exhibits similarity to the TNFR family in its extracellular cysteine-rich repeats 
and resembles TNFR1 and CD95 in that it contains a cytoplasmic death domain sequence [see also Marsters et 
al., Curr. Biol. , 6:1669 (1996)]. Apo-3 has also been referred to by other investigators as DR3, wsl-1 and 
TRAMP [Chinnaiyan et al., Science, 274:990 (1996); Kitson et al., Nature . 384:372 (1996); Bodmer et al., 
30 Immunity . 6:79 H997^] 

Pan et al. have disclosed another TNF receptor family member referred to as "DR4" [Pan et al., 
Science, 276:111-113 (1997)]. The DR4 was reported to contain a cytoplasmic death domain capable of 
engaging the cell suicide apparatus. Pan et al. disclose that DR4 is believed to be a receptor for the ligand 
known as Apo-2 ligand or TRAIL. 
35 ln Sheridan et al., Science, 277:818-821 (1997) and Pan et al., Science . 277:815-818 (1997), another 

molecule believed to be a receptor for the Apo-2 ligand (TRAIL) is described. That molecule is referred to as 
DR5 (it has also been alternatively referred to as Apo-2). Like DR4, DR5 is reported to contain a cytoplasmic 
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death domain and be capable of signaling apoptosis. 

In Sheridan et al., suPTa, a receptor called DcRl (or alternatively, Apo-2DcR) is disclosed as being a 
potential decoy receptor for Apo-2 ligand (TRAIL). Sheridan e. al. report that DcRl can inhibit Apo-2 liuand 
function /„ vitro. See also, Pan et al., supra, for disclosure on the decoy receptor referred to as TRID. 

For a review of the TNF family of cytokines and their receptors, see Gruss and Dower, supra. 
As presently understood, the cell death program contains at least three important elements - activators, 
inhibitors, and effectors; in C. elegans. these elements are encoded respectively by three genes. Ced-4. Ced-9 
and Ced-3 [Steller, Science, 267:1445 (1995); Chinnaiyan et al., Science . 275:1122-1 126 (1997); Wang et al.. 
Cell, 90:1-20 (1997)]. Two of the TNFR family members, TNFR1 and Fas/Apol (CD95), can activate 
apoptotic cell death [Chinnaiyan and Dixit, Current Biology, 6:555-562 (1996); Fraser and Evan, Cell; 85:781- 
784 (1996)]. TNFR1 is also known to mediate activation of the transcription factor, NF-kB ITartaglia et al. 
CeH, 74:845-853 (1993); Hsu et al., Cell, 84:299-308 (1996)]. In addition to some ECD homo.ogy, these two 
receptors share homology in their intracellular domain (ICD) in an oligomerization interface known as the death 
domain [Tartaglia et al . , supra; Nagata, Cell, 88:355 (1 997)] . Death domains are also found in several metazoan 
proteins that regulate apoptosis, namely, the Drosophila protein, Reaper, and the mammalian proteins referred 
to as FADD/MORT1, TRADD, and RIP [Cleaveland and Ihle, Cell, 81:479-482 (1995)]. 

Upon ligand binding and receptor clustering, TNFR1 and CD95 are believed to recruit FADD into a 
death-inducing signalling complex. CD95 purportedly binds FADD directly, while TNFR] binds FADD 
indirectly via TRADD [Chinnaiyan et al., £eU, 81:505-512 (1995); Boldin et al.. J. Biol. Chem 270:387-391 
(1995); Hsu et al.. supra; Chinnaiyan et al., J. Biol. Chem , 271:4961-4965 (1996)]. It has been reported that 
FADD serves as an adaptor protein which recruits the Ced-3-relmed protease, MACHa/FLICE (caspase 8), into 
the death signalling complex [Boldin et al., CeH, 85:803-815 (1996); Muzio et al., Cell, 85:817-827 (1996)]. 
MACHa/FLICE appears to be the trigger that sets off a cascade of apoptotic proteases, including the interleukin- 
1P convening enzyme (ICE) and CPP32/Yama, which may execute some critical aspects of the cell death 
programme [Fraser and Evan, supra]. 

It was recently disclosed that programmed cell death involves the activ.ty of members of a family of 
cysteine proteases related to the C. elegans cell death gene, ced-3, and to the mammalian IL-1 -converting 
enzyme, ICE. The activity of the ICE and CPP32/Yama proteases can be inhibited by the product of the cowpox 
virus gene. crmA [Ray et al., CeH, 69:597-604 (1992); Tewari et al., CeH, 81:801-809 (1995)]. Recent studies 
show that CrmA can inhibit TNFR1- and CD95-induced cell death [Enari et al., Nature . 375:78-81 (1995); 
30 Tewari et al., J. Biol. Chem. 270:3255-3260 (1995)]. 

As reviewed recently by Tewari et al., TNFR 1 , TNFR2 and CD40 modulate the expression of 
proinflammatory and costimulatory cytokines, cytokine receptors, and cell adhesion molecules through activation 
of the transcription factor, NF-kB [Tewari et al., Curr. On Genet. Develnp 6:39-44 (1996)]. NF-kB is the 
prototype of a family of dimeric transcription factors whose subunits contain conserved Rel regions [Verma et 
al., Genes Develop. , 9:2723-2735 (1996); Baldwin, Ann. Rev. Imm.mni .14:649-681 (1996)]. In its latent 
form, NF-kB is complexed with members of the IkB inhibitor family; upon inactivation of the IkB in response 
to certain stimuli, released NF-kB translocates to the nucleus where it binds to specific DNA sequences and 
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activates gene transcription. 
10. PRQ382 

Proteases are enzymatic proteins which are involved in a large number of very important biological 
processes in mammalian and non-mammalian organisms. Numerous different protease enzymes from a variety 
of different mammalian and non-mammalian organisms have been both identified and characterized, including 
the serine proteases which exhibit specific activity toward various serine-containing proteins. The mammalian 
protease enzymes play important roles in biological processes such as, for example, protein digestion, activation, 
inactivation. or modulation of peptide hormone activity, and alteration of the physical properties of proteins and 
enzymes.. .... ... .. 

In light of the important physiological roles played by protease enzymes, efforts are currently being 
undertaken by both industry and academia to identify new, native protease homologs. Many of these efforts are 
focused on the screening of mammalian recombinant DN A libraries to identify the coding sequences for novel 
membrane-bound receptor, proteins.. Examples of screening, methods and techniques are described in the 
literature, [see, for example, Klein et al,, Proc. Natl Ar.ari. £H QV7ing.7i n v s p aten t No . 

5,536,637)]. We herein describe the identification of novel polypeptides having homology to serine protease 
enzymes, designated herein as PR0382 polypeptides. 



11. PRQ54S : . . . 

The ADAM (A Disintegrin And Metalloprotease) family of proteins of which meltrin is a member may 
have an important role in cell interactions and in modulating cellular responses, [see, for example, Gilpin et al. . 
J.Biol.Chem. , 2730}: 157-166 (1998)}. The ADAM proteins have been implicated in carcinogenesis. Meltrin- 
a (ADAM 12) is a myoblast gene product reported to be required for cell fusion; [Harris et al., J. Cell. 
Biochem. , 6701:136- 142(1997), Yagami-Hiromasa et al., Nature . 372:652-656 (1995)]. The meltrins contain 
disintegrin and metalloprotease. domains and are implicated in cell adhesive events involved in development, 
through the integrin-binding disintegrin domain, but also have an anti-adhesive function through a zinc-dependent 
metalloprotease domain. [Alfandari etal., DeveLBisL, 1S2£21:314-330(1997)]. Given the medical imponance 
of cell fusion and modulation of cellular, responses in carcinogenesis and other disease mechanisms, efforts are 
currently being under taken to identify new, native proteins which are involved in cell fusion and modulation 
of cellular responses. We describe herein the identification of a novel polypeptide which has homology to 
30 meltrin, designated herein as PR0545. 

12. PRQ617 

CD24 is a protein that is associated with the cell surface of a variety of different cells of the mammalian 
immune system, including for example, neutrophils, monocytes and some lymphocytes, for example, B 
35 lymphocytes. CD24 has been shown to be a ligand for the platelet-associated surface glycoprotein P-selectin 
(also known as granule membrane protein-140 or GMP-140), a glycoprotein that is constitutively synthesized 
in both platelets and endothelial cells and becomes exposed on the surface of platelets when those cells become 
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activaied. In this way, P-selectin mediates the calcium-dependent adhesion of activated platelets and endothelial 
cells to the various cells of the immune system that express one or more Iigands for the P-selcctin molecule, 
particularly CD24. This mechanism allows for recruitment of immune system cells to locations where they are 
most needed, for example, sites of injury. Thus, there is substantial interest in identifying novel polypeptides 
that exhibit homology to the cell surface antigens of the immune system cells. We herein describe the 
identification and characterization of a novel polypeptide having homology to the CD24 protein, wherein that 
novel polypeptide is herein designated PR06I7. 

13. PRO700 

Protein-disulfide isomerase (PDI) is a catalyst of disulfide formation and isomerization during protein 
folding. It has two catalytic sites housed in two domains homologous to thioredoxin, one near the N terminus 
and the other near the C terminus. [See for example, Gilbert HF, J.Biol.Chem 47:29399-29402 (1997), 
Mayfield KJ. Sdence, 278:1954-1957 (1997) and Puig et al., J.Biol.Chem 52:32988-32994 (1997)]. PDI is 
useful for formation of natural type disulfide bonds in a protein which is produced in aprokaryotic cell. (See 
also, U.S. Patent Nos. 5,700,659 and 5,700,678). . 

Thus, PDI and molecules related thereto are of interest, particularly for ability to catalyze the formation 
of disulfide bonds. Moreover, these molecules are generally of interest in the study of redox reactions and 
related processes. PDI and related molecules are farther described in Darby, et al.. Biochemistry 34, 1 1725- 
1 1 735 ( 1 995). We herein describe the identification and characterization of novel polypeptides having homology 
to protein disulfide isomerase, designated herein as PRO700 polypeptides. 

14. PRQ702 

Conglutinin is a bovine serum protein that was originally described as a vertebrate lectin protein and 
which belongs to the family of C-type lectins that have four characteristic domains, (1) an N-terminal cysteine- 
rich domain, (2) a collagen-like domain, (3) a neck domain and (4) a carbohydrate recognition domain (CRD). 
Recent reports have demonstrated that bovine conglutinin can inhibit hemagglutination by influenza A viruses 
as a result of their lectin properties (Eda et al., Biochem. J. 316:43-48 (1996)). It has also been suggested that 
lectins such as conglutinin can function as immunoglobulin-independent defense molecules due to complement- 
mediated mechanisms. Thus, conglutinin has been shown to be useful for purifying immune complexes in vitro 
and for removing circulating immune complexes from patients plasma in vivo (Lim et al., Biochem. Bionhvs 
Res. Commun. 218:260-266 (1996)). We herein describe the identification and characterization of a novel 
polypeptide having homology to the conglutinin protein, designated herein as PRO702. 



15. PRO703 

Very-long-chain acyl-CoA synthetase ("VLCAS") is a long-chain fatty acid transport protein which is 
35 active in the cellular transport of long and very long chain fatty acids, [see for example, Uchida et al., J 
Bjp£hern(Tokyo)119(3):565-571 (1996) and Uchiyamaetal., LBjoiChem 271 (48):30360-30365 (1996). Given 
the biological importance of fatty acid transport mechanisms, efforts are currently being under taken to identify 
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new, naiive proteins which are involved in fatty acid transport. We describe herein the identification of a novel 
polypeptide which has homology to VLCAS, designated herein as PRO703. 

16. PRO705 

The glypicans are a family of glycosylphosphatidylinositol (GPI)-anchored proteoglycans that, by virtue 
5 of their cell surface localization and possession of heparin sulfate chains, may regulate the responses of cells to 
numerous heparin-binding growth factors, cell adhesion molecules and extracellular matrix components. 
Mutations in one glypican protein cause of syndrome of human birth defects, suggesting that the glypicans may 
play an important role in development (Litwack et al., Dev. Dvn. 21 1:72.87 (1998)). Also, since the glypicans 
may interact with the. various extracellular matrices; they may also play important roles in wound healing 

10 (McGrath et ah, PathoL 183:251-252 (1997)). Furthermore, since glypicans are -expressed in neurons and 
glioma cells, they may also play an important role in the regulation of cell division and survival of cells of the 
nervous system (Liang et al , J. Ceil. Biol. 139:85 1 -864 ( 1997)). It is evident, therefore; that the glypicans are 
an extremely important family of proteoglycans.,: There is- therefore; substantial mterest.in identifying novel 
polypeptides having homology to members of the glypican family. We herein describe the identification and 

15 characterization of a novel polypeptide having homology to KL-glypican, designated herein as PRO705. 

-17. PRO708 

Aryl sulfatases are enzymes, that exist in a number f of different isoforrns, including aryl sulfatase A 
(ASA), aryl sulfatase B (ASB) and aryl sulfatase C (ASC), and that function to hydrolyze a variety of different 

20 aromatic sulfates. Aryl sulfatases have been isolated from a variety of different animal tissues and microbial 
sources and their structures and funct ions have been extensive! y studied (see; e.g., Michoi and Roy, J. Biochem. 
55:643-651 (1964)). ASA deficiency has been reported to be associated with metachromatic leukodystrophy 
(MLD) (Giles et aL, Prenat: Diasmv7(4):245-252 (1987) and Herska et ak, Am. J. Med. Genet. 26(3):629-635 
( 1 987)). Additionally, other groups have reported that aryl sulfataseshave been found in high levels in natural 

25 killer cells of the immune system and have hypothesized a possible role for these enzymes in NK cell-mediated 
cellular lysis (see, e.g., Zucker-Franklin et aL, Proc. Natl. Acad. Sci. USA 80(22):6977-6981 (1983)). Given 
the obvious physiological importance of the aryl sulfatase enzymes; there.is a substantial interest in identifying 
novel aryl sulfatase homolog polypeptides. We herein describe the identification and characterization of novel 
polypeptides having homology to the aryl sulfatases, wherein these novel polypeptides are herein designated 

30 PRO708 polypeptides. 

18. PRO320 

Fibulin-1 is a. cysteine-rich, calcium-binding extracellular matrix (ECM) component of basement 
membranes and connective tissue elastic fibers and plasma protein, which has four isoforms, A-D, derived from 
35 alternative splicing. Fibulin- 1 is a modular glycoprotein with amino-terminal anaphlatoxin-like modules followed 
by nine epidermal growth factor (EGF)-like modules and, depending on alternative splicing, four possible 
carboxyl termini.. Fibulin-2 is a novel extracellular matrix protein frequently found in close association with 
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microfibrils containing either fibronectin or fibrillin. There are multiple forms of fibulin-l that differ in their 
C-terminal regions that are produced through the process of alternative splicing of their precursor RNA. [see 
for example Tran et al.. Matrix Biol 15(7):479-493 (1997).] 

Northern and Western blotting analysis of 16 cell lines established from tumors formed in aihym.c mice 
and malignant cell lines derived from patients indicate that low expression of fibulin- ID plays a role in tumor 
formation and invasion. [Qing et al., Oncogene, 18:2159-2168(1997)]. Ovarian-cancer cells are characterized 
by their ability to invade freely the peritoneal cavity. It has been demonstrated that estradiol stimulates the 
proliferation of estrogen-receptor (ER)-positive ovarian-cancer cells, as well as expression of fibulin- 1 . Studies 
on the effect of fibulin-l on motility of the MDA-MB23 1 breast-cancer cell line, indicated inhibition of 
haptotactic migration of MDA-MB23 1 cells, and the authors concluded that fibulin-l can inhibit cancer cell 
motility in vitro and therefore has the potential to inhibit tumor invasion. [Hayashido et al., Int J Cancer , 
75(4):654-658 (1998)] 

Thus, fibulin, and molecules related thereto are of interest, particularly for the use of preventing cancer. 
Moreover, these molecules are generally of interest in the study of connective tissue and attachment molecules 
and related mechanisms. Fibulin and related molecules are further described in Adams, et al., J. Mol. Biol .. 
272(2):226-36 (1997); Kielty and Shuttleworth, Microsc. Res. Tech 38(4):413-27 (1997); and Child. J. Card. 
Surg^. 12(2Supp.): 131-5 (1997). 

We herein describe the identification and characterization of novel polypeptides having homology to 
fibulin, designated herein as PRO320 polypeptides. 

20 19. PRQ324 

Oxidoreductases are enzymes that catalyze a reaction in which two molecules of a compound interact 
so that one molecule is oxidized and the other is reduced, with a molecule of water entering the reaction. There 
are many different types of oxidoreductase enzymes that play very important physiological roles in the 
mammalian organism. Some of the most important oxidoreductases include, for example, lyases, lactases, 
25 cholesterol oxidases, and the like. These enzymes play roles in such essential processes as digestion, signal 
transduction, maintenance of ionic homeostasis, and the like. As such, given that oxidoreductase enzymes find 
various essential uses in the mammalian organism, there is a substantial interest in identifying novel 
oxidoreductase enzyme homologs. We herein describe the identification and characterization of a novel 
polypeptide having homology to oxidoreductases, designated herein as PR0324. 

30 

20. PRQ351 

Prostasin is a novel human serine proteinase purified from human seminal fluid. Immunohistochemical 
localization reveals that prostasin is present in epithelial cells and ducts of the prostate gland. The cDNA for 
prostasin has been cloned and characterized. Southern blot analysis, following a reverse transcription 
35 polymerase chain reaction, indicates that prostasin mRNA is expressed in prostate, liver, salivary gland, kidney, 
lung, pancreas, colon, bronchus, renal proximal tubular cells, and prostate carcinoma LNCaP cells. Cellular 
localization of prostasin mRNA was identified within epithelial cells of the human prostate gland by in situ 
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hybridization histochemistry. [See for example, Yu et al. f J Biol Chem . (1994) 269(29): 18843-18848, and Yu 
et al., J Biol Chem . (1994) 270(22): 13483- 13489]. 

Thus, prostasin, and molecules related thereto are of interest, particularly for the study, diagnosis and 
treatment of medical conditions involving the prostate. Prostasin and related molecules are further described in 
Yu et al., Genomics (1996) 32(3):334-340. We herein describe the identification and characterization of novel 
5 polypeptides having homology to prostasin, designated herein as PR0351 polypeptides. 

21. PRQ352 

Butyrophilin is a milk glycoprotein that constitutes more than 40% of the total protein associated with 
the fat globule membrane in mammalian milk. Expression of butyrophilin mRNA has been shown to correlate 
10 with the onset of milk fat production toward the end pregnancy and is maintained throughout jactation. 
Butyrophilin has been identified in bovine;* murine-and human {see Taylor et al:, Biochim. Biophvs. . Acta 
1306:1-4 (1996), Ishii et al:V Bidchim: Biophvs.- Acta - 1245:285-292 (1995), Mather et al., J. Dairy, Sci. 
76:3832-3850 (1993) and Binghan et al . . J . Biol- Chem : ^273:41 7 1 -4 1.7Q.Y.1 QQ?m and is a type I-transmembrane 
protein that is incorporated into the fat globulin membrane. It has been suggested thar butyrophilin may play 
15 a role as the principle scaffold for the assembly ^of ^complex with xanthine dehydrogenase/oxidase and other 
proteins that function in the budding and release of milk-fat globules from the apical surface during lactation 
(Bahghart et aK, supjra)- : - ..... , : . 

- Given triat buryrophilin plays ari obviously important role in marr^ there is 

substantial interest in identifying ; novel butyrophilin homdlogs. We herein describe the- identification and 
20 characterization of a novel polypeptide having homology to butyrophilin, designated herein as PR0352. 

22. PRQ381 .L:i- : : 

The immunophilihs" are a family of proteins that function as receptors for immunosuppressant drugs, 
such as cyclosporin A, FK506, arid rapamycinY The immunophilihs occur in two separate classes, (1) the 

25 FK506-binding proteins (FKBPs), which bind to FK506 and rapamycin, and (2) the cyclophiiins, which bind 
to cyclbs^riiUA, With regard to the FK506-binding proteins, it has been reported that the FK506/FKBP 
complex functions to inhibit the activity of the serine/threonine protein phosphatase 2B (calcineurin), thereby 
providing immunosuppressant activity (Gold. Mol; Neurobiol. 15:285-306 (1997)). It has also been reported 
that the FKBP-immunophilins are found in the mammalian nervous system and may be involved in axonal 

30 regeneration in the central nervous system through a mechanism that is independent of the process by which 
immunosuppression is achieved (Gold, supra). Thus, there is substantial interest in identifying novel 
polypeptides having homology to the FKBP immunophilins. We herein describe the identification and 
characterization of a novel polypeptide having homology to an FKBP immunophilin protein, designated herein 
as PR0381. 

35 
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23. PRQ386 

Mammalian cell membranes perform very important functions relating to the structural integrity and 
activity of various cells and tissues. Of particular interest in membrane physiology is the study of 
transmembrane ion channels which act to directly control a variety of physiological, pharmacological and cellular 
processes. Numerous ion channels have been identified including calcium (Ca), sodium (Na) and potassium (K) 
5 channels, each of which have been analyzed in detail to determine their roles in physiological processes in 
vertebrate and insect cells. 

One type of cell membrane-associated ion channel, the sodium channel, plays an extremely important 
role in a cell's ability to maintain ionic homeostasis as well as transmit intracellular and extracellular signals. 
Voltage-gated sodium channels in brain neurons have been shown to be complexes of a pore-forming alpha unit 
10 with smaller beta-1 and beta-2 subunits (Isom et al., Cell 83:433-442 (1995)). Given the obvious importance 
of sodium channels in cellular homeostasis and other important physiological functions, there is a significant 
interest in identifying novel polypeptides having homology to sodium channel subunits. We herein describe the 
identification and characterization of a novel polypeptide having homology to the beta-2 subunit of the rat sodium 
channel, designated herein as PR0386. 

24. PROS40 

Lecithin-cholesterol acyltransferase ("LCAT"), also known as phosphatidylcholine-sterol acyltransferase 
is a key enzyme in the intravascular metabolism of high density lipoproteins, specifically in the process of 
cholesterol metabolism, [see, for example, Brousseau et al.. J. Lipid Res. . 38(12):2537-2547 (1997), Hill et al., 
20 Biochem. J. . 294:879-884 (1993), and Drayna et al., Nature 327 (6123):632-634 (1987)]. Given the medical 
importance of lipid metabolism, efforts are currently being under taken to identify new, native proteins which 
are involved in lipid transport. We describe herein the identification of a novel polypeptide which has homology 
to LCAT, designated herein as PRO540. 

25 25. PRQ615 

Synaptogyrin is a synaptic vesicle protein that is uniformly distributed in the nervous system. The 
cDNA encoding synaptogyrin has been cloned and sequenced and the sequence predicts a protein with a 
molecular mass of 25,900 D with four membrane-spanning domains. Synaptogyrin has been implicated in 
membrane traffic to and from the plasma membrane. Stenius et al., J. Cell. Biol. 131(6-2): 1801-1809 (1995). 

30 In addition, a novel isoform of synaptogyrin called cellugyrin exhibits sequence identity with synaptogyrin. In 
rat tissues, cellugyrin and synaptogyrins are expressed in mirror image patterns. Cellugyrin is ubiquitously 
present in all tissues tested with the lowest levels in brain tissue, whereas synaptogyrin protein is only detectable 
in brain. In rat tissues, cellugyrin and synaptogyrins are expressed in mirror image patterns. The synaptic 
vesicle protein synaptogyrin may be a specialized version of a ubiquitous protein, cellugyrin, with the two 

35 proteins sharing structural similarity but differing in localization. This finding supports the emerging concept 
of synaptic vesicles as the simplified and specialized form of a generic trafficking organelle. [Janz et al., J. Biol. 
Chem. 273(5):2851-2857 (1998)] . The sequence for cellugyrin derived from the Norway rat, Raws non>egicus 
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has been deposited in the Genbank database on 23 December 1997, designated accession number AF039085. 
See also, Janz et al., J. Biol. Chem . 273 (1998), in press. 

Given the medical importance of synaptic transmission, efforts are currently being under taken to 
identify new, native proteins that may be part of a simplified and specialized generic trafficking organelle in the 
form of synaptic vesicles. We describe herein the identification of a novel polypeptide which has homology to 
5 synaptogyrin, designated herein as PR0615. 



26. PRQ618 

Enteropeptidase is a key enzyme in. the intestinal digestion cascade specifically cleaves the acidic 
propeptide from trypsinogen to .yield active trypsin; This cleavage initiates a cascade of proteolytic reactions 
10 leading to the activation, of many. pancreatic zymogens. 

See, for example, Matsushima et al.. J. Biol: Chem. 269(31): 19976-19982 (1994), Kitamoto et al., Proc. Nat. 
Acad . Sck > 9l( \ 6):7588-759£( 1 994).. Enterokinase (enteropeptidase) is a related to mammalian serine proteases 
involved in digestion, coagulation,, and fibrinolysis. LaVallie et al, , J Biol Chem. . 268(3 1):233 1 1 -233 17(1 993) . 
Given the medical: imp^^ identify 
15 new, native proteins that maybe involved indigestion; coagulation, and fibrinolysis. We describe herein the 
identification of a nove) polypeptide, which has homology to enteropeptidase, designated herein as PR06r8. 

27. PRQ719 

Lipoprotein lipase is a key ^ : enzyme mat mediates ^ of triglycerides and phospholipids 

20 present in circulating plasma lipoproteins (Dugi et al., J. Biol, Chem. . 270:25396-25401 (1995)). Moreover, 
lipoprotein lipase has been shown to. mediate the uptake of lipoproteins; into cells, wherein cellular uptake of 
lipoproteins is initiated by binding of lipoprotein lipase to cell surface proteoglycans and to the low density 
lipoprotein (LDL> receptor-related protein (Krapp et al. , J. Lipid Res. 36:2362-2373 (1995)). Thus, it is clear 
that lipoprotein lipase plays anextremely, important role in lipoprotein and cholesterol metabolism. There is, 
25 therefore, substantial interest in identifying novel polypeptides that share sequence homology and/or biological 
activity with lipoprotein lipase. We herein describe the identification and characterization of a novel polypeptide 
having sequence homology to lipoprotein lipase H, designated heein as PR0719; 

28. PROT24 

30 The low density lipoprotein (LDL) receptor is a membrane-bound protein that plays a key role in 

cholesterol homeostasis, mediating cellular uptake of lipoprotein particles by high affinity binding to its ligands, 
apolipoprotein (apo) B-100 and apoE. The ligand-binding domain of the LDL receptor contains 7 cysteine-rich 
repeats of approximately 40 amino acids, wherein each repeat contains 6 cysteines, which form 3 intra-repeat 
disulfide bonds. These unique structural features provide the LDL receptor with its ability to specifically interact 

35 with apo B-l 00 and apoE, thereby allowing for transpprt.of these lipoprotein particles across cellular membranes 
and metabolism of their components. Soluble fragments containing the extracellular domain of the LDL receptor 
have been shown to retain the ability to interact. with its specific lipoprotein ligands (Simmons et al., J. Biol. 
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Chem, 272:25531-25536 (1997)). Thus, it is clear that the LDL receptor is intimately involved in important 
physiological activities related to cholesterol metabolism. As such, there is substantial interest in identifying 
novel LDL receptor homolog proteins. We herein describe the identification and characterization of a novel 
polypeptide having homology to the human LDL receptor protein, designated herein as PR0724.. 

29. PRQ772 

Expression of the human gene A4 is enriched in the colonic epithelium and is transcriptionally activated 
on differentiation of colonic epithelial cells in vitro (Oliva et al.. Arch. Biochem. Bionhvs m?-H».io? (1993) 
and Oliva et al., Am. J. Physiol. 272.C957-C965 (1997)). A4 cDNA contains an open reading frame that 
predicts a polypeptide of approximately 1 7 kilodaltons in size. Hydropathy analysis of the A4 protein revealed 
four putative membrane-spanning alpha-helices. Immunocytochemical studies of cells expressing A4 protein 
indicated that expression is localized to the endoplasmic reticulum. The four membrane-spanning domains and 
the biophysical characteristics of the A4 protein suggest that it belongs to a family of integral membrane prote.ns 
called proteolipids. some of which multimerize to form ion channels. In fact, preliminary evidence has suggested 
that A4 may itself multimerize and take on the properties of an ion channel (Oliva et al., Am. J. Phvsinl 
272:C957-C965 (1997)). Given the importance of ion channels in maintaining cellular homeostasis, there is a 
significant interest in identifying novel polypeptides having homology to known and putative ion channels. We 
herein describe the identification and characterization of a novel polypeptide having homology to the putative 
ion channel protein. A4, designated herein as PR0772. 

20 30. PRQ8S2 

Proteases are enzymatic proteins which are involved in a large number of very important biological 
processes in mammalian and non-mammalian organisms. Numerous different protease enzymes from a variety 
of different mammalian and non-mammalian organisms have been both identified and characterized. The 
mammalian protease enzymes play important roles in many different biological processes including, for example, 
25 protein digestion, activation, inactivation, or modulation of peptide hormone activity, and alteration of the 
physical properties of proteins and enzymes. 

In light of the important physiological roles played by protease enzymes, efforts are currently being 
undertaken by both industry and academia to identify new, native protease homologs. Many of these efforts are 
focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel 
30 secreted and membrane -bound receptor proteins. Examples of screening methods and techniques are described 
in the literature [see, for example, Klein et al., Proc. Natl. Acad Sr.i 93:7108-71 13 (1996); U.S. Patent No. 
5,536,637)]. We herein describe the identification of novel polypeptides having homology to various protease 
enzymes, designated herein as PR0852 polypeptides. 

35 31. PRQ853 

Studies have reported that the redox state of the cell is an important determinant of the fate of the cell . 
Furthermore, reactive oxygen species have been reported to be cytotoxic, causing inflammatory disease, 
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including tissue necrosis, organ failure, atherosclerosis, infertility, birth defects, premature aging, mutations and 
malignancy. Thus, the control of oxidation and reduction is important for a number of reasons, including the 
control and prevention of strokes, heart attacks, oxidative stress, hypertension and may be associated with the 
development of malignancies. The levels of antioxidant enzymes, such as reductases, which catalyze the 
conversion of reactive oxygen species to water have been shown to be low in cancer cells. In particular, 
malignant prostate epithelium may have lowered expression of such antioxidant enzymes [Baker et Prostate 
32(4):229-233 (1997)], In this regard, reductases, are of interest.. In addition, the transcription factors, 
NF-kappa B and AP-1 , are known to be regulated by redox state and to affect the expression of a large variety 
of genes thought to be involved in the pathogenesis of AIDS; cancer, atherosclerosis and diabetic complications. 
Publications further describing this subject matter include Engmafcet al. f Anticancer Res, (Greece^ 17-4SQQ- 
4605 (1997), Kelseyy.et^al., Br., J, Cancer, 76(7): 852-* Q99fe Friedrieh and Weiss. J. Theor! Hint .. 
187(4):529-40. (1997) and Pieulle, et aL, J. Bacterid, , t 179( 1.8) : 5 684-92 (1997). : Given, the physiological 
importance of redox reactions in vivo, efforts are currently being under taken: ta identify new, native proteins 
which are involved : in redox reactions,. We describe, herein the identification of a novel prostate specific 
polypeptide which has sequence similarity to ; reductase, designateg^rein as PR085& 



32. . PRO860 : . : , 

Neurofascin is a member of the LI subgroup of the cellular adhesion molecule ("CAM") family of 
nervous system adhesion molecules and is involved in eeUular aggregation. Cell-cell recognition and patterning 
of cell contacts have a cri tical role urmediating reversible assembly of a, wide variety, or transcellular complexes 

20 in the nervous system. Cell interactions may be regulated through modulation of ankyrin binding to neurofascin. 
See, for example, Tuvia et al„ Proc- Nat Acad; Sci,, 94(24) 12957-12962 (1997). Neurofascin has been 
described as a member of the LI. subgroup, of the immunoglobulin superfamily implicated in neurite extension 
during embryonic development, for which numerous - isoforms have been detected at various stages of 
development. See also Hassel et al.^ J. Biol. Chem. .272^ oxiaomi6.q n OQ7) Grumet.. Cell. Tissue Res. 

25 290(2) 423-428 (1997), Garver et ah, J, Cell. Biol.,, 137:703-7 14 (1997), and Larhben et al., J. Neurosci. . 

17:7025-7-36(1997),.; : : . .. . . t . 

Given the physiological importance of cellular adhesion molecules and development of the nervous 
system in vivo, efforts are currently being under taken to identify new, native proteins which are involved in 
regulation of cellular interactions in the nervous system. We describe herein the identification and 

30 characterization of a novel polypeptide which has sequence, similarity to neurofascin, designated herein as 
PRO860. 

33. PRQ846 

The CMRF35 monoclonal antibody was used to identify a cell membrane antigen, designated CMRF35, 
35 which is present on the surface of monocytes , neutrophils, a proportion of peripheral blood T and B lymphocytes 
and lymphocytic cell lines. The CMRF35 cDNA encodes a novel integral membrane glycoprotein member of 
the immunoglobulin (Ig) gene superfamily. The molecule comprises (a) a single extracellular Ig variable domain 
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remarkably similar to the Fc receptor for polymeric IgA and IgM, (b) a membrane-proximal domain containing 
a high proportion of proline, serine and threonine residues that was predicted to be heavily O-glycosylated, (c) 
an unusual transmembrane anchor that contained a glutamic acid and a proline residue and (d) a short 
cytoplasmic tail. Transcripts encoding the CMRF35 protein have been detected in early monocytic cell lines, 
in peripheral blood T cells and in some B lymphoblastoid cell lines, confirming the results of immunocytological 
staining. Jackson et al., Eur. J. Immunol. 22(5): 1 157-1 163 (1992). CMRF-35 molecules are differentially 
expressed in hematopoietic cells, and the expression of the antigen was shown to be markedly influenced by 
stimulation with mitogens and cytokines. See, for example, Clark etal.. Exp. Hemaiol. 25C8V75Q nocm Daish 
et al., Immunol. 79(l):55-63 (1993), and Clark et al., Tissue Antigens 48:461 (1996). 

Given the physiological importance of the immune system and antigens associated with various immune 
system cells, efforts are currently being under taken to identify new, native proteins which arc expressed on 
various cells of the immune system. We describe herein the identification of a novel polypeptide which has 
sequence similarity to CMRF35, designated herein as PR0846. 

34. PRQ862 

Lysozyme is a protein which is widely distributed in several human tissues and secretions including 
milk, tears and saliva. It has been demonstrated to hydrolyze linkages between N-acetylglucosamines. It has been 
demonstrated to be an inhibitor of chemotaxis and of the production of toxic oxygen free radicals and may ajso 
have some role in the calcification process. As such, there is substantial interest in identifying novel 
polypeptides having homology to lysozyme. We describe herein the identification of a novel polypeptide which 
20 has sequence similarity to lysozyme. 

35. PRQ864 

Wnt-4 is a secreted glycoprotein which correlates with, and is required for, kidney tubulogenesis. Mice 
lacking Wnt-4 activity fail to form prerubular cell aggregates; however, other aspects of mesenchymal and 
25 ureteric development are unaffected. Thus, Wnt-4 appears to act as an autoinducer of the mesenchyme to 
epithelial transition that underlies nephron development. Stark et al., Nature ;372(6507):679-683 (1994). In 
addition, members of the Wnt gene family code for cysteine-rich, secreted proteins, which are differentially 
expressed in the developing brain and possibly act as intercellular signaling molecules. A Wnt gene, e.g. , Wnt-1 
is known to be essential for specification of the midbrain cell fate. Yoshioka et al., Biochem. Biophvs. Res. 
Commun. 203(3):1581-1588 (1994). Several member of the Wnt family of secreted factors are strongly 
implicated as regulators of mammary cellular growth and differentiation. Shimizu et al., Cell Growth Differ 
8(12) 1349-1358. Wnt-4 is normally expressed in early pregnancy. Wnt-4 may therefore be a local signal 
driving epithelial branching in pregnancy. Edwards PA, Biochem Soc Svmp.63:21 -34 (1998V See also, 
Lipschutz JH, Am. J. Kidney Pis. 31(3):383-397, (1998). We describe herein the identification and 
35 characterizaton of a novel polypeptide which has sequence similarity to Wnt-4, designated herein as PR0864. 
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36. PRQ792 

At least two cell-derived signals have been shown to be necessary for the induction of immunoglobulin 
isotype switching in B-cells. The first signal is given by either of the soluble lymphokines, interleukin (IL)-4 
or IL-13, which induce germline epsilon transcript expression, but this alone is insufficient to trigger secretion 
of immunoglobulin E (IgE). The second signal is provided by a physical interaction between B-cells and 
5 activated T-cells, basophils and mast cells, and it has been shown that the CD40/CD40 ligand pairing is crucial 
for mediating IgE synthesis. Additionally, amongst the numerous pairs of surface adhesion molecules that are 
involved in IgE synthesis, the CD23/CD21 pair appears to play a key role in the generation of IgE. CD23 is 
a protein that is positively and negatively regulated by factors which increase or decrease IgE production, 
respectively . Antibodies to CD23 Have been shown to inhibit IL-4-induced human IgE production in vitro and 

10 to inhibit antigen-specific IgE responses in a rat model, in an isotype selective manner (Bonnefoy et al., Eur. 
Respir. j. Suppl. 22:63S-66S (1996)); GD23 -inter^^^ preferentially driving IgE 

production-: 1 Given that the CD23 protein plays an extremely important role in the induction of a mammalian IgE 
response, there is significant interest iir identifying hovel polypeptides having homology to CD23. We herein 
describe me identification and chara^^ homology to CD23, designated 

1-5 herein as-PR0792l i: - : ^- ; - ^Mr.:.^-. ----- - ----v, 

37. PRQ866 ■■• v:: ;--,.:v7! 

-' Mihdin and spbhdinr proteins are secreted proteins that are structurally related to one another and which 
have been identified in a variety of organisms. For example; Higashijima et al., Dev Biol. 192:211-227 (1997) 

20 have reported the identification of spondin arid mihdin expression in floor plate cells in the zebrafish embryonic 
axis, thereby suggesting that mindih aridsporidin prtoteins play important roles in embryonic development. This 
same group has reported that mind in and spondin proteins function as extracellular matrix proteins that have a 
high affinity for the basal lamina. (Id.). It has been reported that F-spondin is a secreted protein that promotes 
neural adhesion and neurife extension (Klaret al:, Cell 69:95-1 10 (1992) and that M-spondin is an extracellular 

25 matrix protein that localizes to muscle attachment sites in Drosophila (Umemiya et al . , Dev. Biol; 1 86: 1 65- 1 76 
(1997)). Thus, there is significant inteest in identifying novel polypeptides having homology to the mindin and 
spondin proteins: We herein describe the identification and characterization of a novel polypeptide having 
homology to mindin2 and miridinl, designated herein as PR0866. 

30 38. PRQ871 

Cyclophilins are a family of proteins that bind to cyclosporin A and possess peptidyl-prolyl cis-trans 
isomerase activity (Sherry et al.. Proc. Natl. Acad. Sci. USA 95: 1758-1763 (1998)). In addition, cyclophilins 
are secreted by activated cells and act in a cytokine-like manner, presumably via signaling through a cell surface 
cyclophilin receptor. Host cell-derived cyclophilin A has been shown to be incorporated into HIV-1 virions and 
35 its incorporation has been shown to be essential for viral infectivity. Thus, one or more the cyclophilins may 
be directly associated with HIV-1 infectivity. Given the obvious importance of the cyclophilin proteins, there 
is substantial interest in identifying novel polypeptides which have sequence homology to one or more of the 
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cyclophilin proteins. We herein describe the identification and characterization of a novel polypeptide having 
homology to cyclophilin-like protein CyP-60, designated herein as PR0871. 

39. PRQ873 

Enzymatic proteins play important roles in the chemical reactions involved in the digestion of foods, 
the biosynthesis of macromolecules, the controlled release and utilization of chemical energy, and other processes 
necessary to sustain life. Enzymes have also been shown to play important roles in combating various diseases 
and disorders. For example, liver carboxylesterases have been reported to assist in sensitizing human tumor cells 
to the cancer prodrugs. Danks et al. , report that stable expression of the cDNA encoding a carboxylesterase in 
Rh30 human rhabdomyosarcoma cells increased the sensitivity of the cells to the CPT-1 1 cancer prodrug 8.1- 
fold. Cancer Res . (1998) 58(l):20-22. The authors propose thatuhis prodrug/enzyme combination could be 
exploited therapeutically in a manner analogous to approaches currently under investigation with the 
combinations of ganciclovir/herpes simplex virus thymidine kinase and 5-fluorocytosine/cytosine deaminase, 
van Pelt et al. demonstrated that a 55 kD human liver carboxylesterase inhibits the invasion of Plasmodium 
falciparum malaria sporozoites into primary human hepatocytes incuiture. J Hepatol (1997) 27(4):688-698. 

Carboxylesterases have also been found to be of importance in the detoxification of drugs, pesticides 
and other xenobiotics. Purified human liver carboxylesterases have been shown to be involved in the metabolism 
of various drugs including cocaine and heroin. Prindel et al. describe the purification and cloning of a broad 
substrate specificity human liver carboxylesterase which catalyzes the hydrolysis of cocaine and heroin and which 
may play an important role in the degradation of these drugs in human tissues. J. Biol. Chem. (1997) 
20 6:272(23): 14769-14775. Brzenzinski et al. describe a spectrophotometric competitive inhibition assay used to 
identify drug or environmental esters that are metabolized by carboxylesterases. Drug Metab Dispos (1997) 
25(9): 1089-1096. 

In light of the important physiological roles played by carboxylesterases, efforts are being undertaken 
by both industry and academia to identify new, native carboxylesterase homologs.' We herein describe the 
identification and characterization of a novel polypeptide having homology to carboxylesterase, designated herein 
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as PR0873. 



40. PRO940 

CD33 is a cell-surface protein that is a member of the sialoadhesin family of proteins that are capable 
30 of mediating sialic-acid dependent binding with distinct specificities for both the type of sialic acid and its linkage 
to subterminal sugars. CD33 is specifically expressed in early myeloid and some monocyte cell lineages and 
has been shown to be strongly associated with various myeloid tumors including, for example, acute non- 
lymphocytic leukemia (ANLL). As such, CD33 has been suggested as a potential target for the treatment of 
cancers associated with high level expression of the protein. There is, therefore, significant interest in the 
35 identification of novel polypeptides having homology to CD33. In fact, one CD33 homolog (designated CD33L) 
has already been identified and described (see Takei et al., Cvtogenet. Cell Genet. 78:295-300 (1997)). We 
herein describe the identification of another novel polypeptide having homology to CD33, designated herein as 



20 



BNSDOCID: <WO 00537 56A2J_> 



WO 00/53756 



PCT/USOO/0434I 



PRO940. The novel polypeptide described herein also exhibits significant homology to the human OB binding 
proteins designated HSU71382J and HSU71383J in the Dayhoff database (version 35.45 SwissProt 35). 

41. PRQ941 

Cadherins are a large family of transmembrane proteins. Cadherins comprise a family of calcium- 
5 dependent glycoproteins that function in mediating cell-cell adhesion in virtually all solid tissues of multicellular 
organisms. At least cadherins 1-13 as well, as types B v E, EP, M, N. P and R have been identified and 
characterized. Among the functions cadherins are known for, with some exceptions, are that cadherins 
participate in cell aggregation and are associated with cell-cell adhesion sites. Recently, it has been reported that 
while all cadherins share multiple repeats of a cadherin specific motif believed to correspond to folding of 

10 extracellular domains, member&of the cadherin superfamily have divergent structures and, possibly, functions. 
In particular it has been reported that members of the cadherin superfamily are involved in signal transduction. 
See, Suzuki, J. Cell Biocherm, 6 1(4): 53 1-542 (1996); .Cadherins are funher describe in Taniharaetal:. I. Cell 
Scu, 107(6):1697,1704 (1994), Aberle etah. h Cell Biocherm. 6 1^51 4-323 (1996) and Tanihara et al., Cell 
Adhes. CQmrnun; ,; 2(1):15^26 (1994). ; We herein describe the identification- and characterization of a novel 

15 polypeptide having homology to a cadherin prmein^ designated frereini as PR094L.-^^^ ; * 

42. PRQ944 

Clostridium perfringens enterotoxin (CPE) is considered to be the virulence factor responsible for 
causing the symptoms of Ct perfringens type A food poisoning and may also be invol ved in other human and 
20 veterinary iHnesses (McCl^ 

by binding to an approximately 50 kD cell surface receptor protein designated the Clostridium perfringens 
enterotoxin receptor (CPE=R) to form an approximately 90,000kD complex on the surface of the cell. cDNAs 
encoding the CPE-R protein have been identified characterized in both human and mouse (Katahira et al., 7; Cell 
BioL 136:1239=1247 (1997) and Katahira et ah, J. Biol. Chem;. 272:26652-26658 (1997)). Since the CPE toxin 
25 has been reported to cause a variety of illnesses in mammalian hosts and those illnesses are initiated by binding 
of the CPE toxin to the CPE-R, there is significant interest in identifying novel CPE-R homologs. We herein 
describe the identification and characterization of a novel polypeptide having homology to the CPE-R, designated 
herein as PR0944. 

30 43. PRQ983 v 

Membrane-bound proteins include not only cell-surface membrane-bound proteins, but also proteins that 
are found on the surface of intracellular vesicles. These vesicles are involved in exocytosis, which is the fusion 
of secretory vesicles with the cellular, plasma membrane, and have two main functions. One is the discharge of 
the vesicle contents into the extracellular space, and the second is the incorporation of new proteins and lipids 

35 into the plasma membrane itself. Exocytosis can be either constitutive or regulated. All eukaryotic cells exhibit 
constitutive exocytosis, which is marked by the immediate fusion of the secretory vesicle after formation. In 
contrast, regulated exocytosis results in the accumulation of the secretory vesicles that fuse with the plasma 
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membrane upon receipt of an appropriate signal by vesicle-associated membrane proteins. Usually, this signal 
is an increase in the cytosolic free Ca 2+ concentration. However, regulated exocytosis that is independent of 
Ca 2 " has been reported (see, e.g. Fujita-Yoshigaki et aL J. Biol. Chem (1996) 31:271(22): 13130-13134), 
Regulated exocytosis is crucial to many specialized cells, including neurons (neurotransminer release from 
synaptic vesicles), adrenal chromaffin cells (adrenaline secretion), pancreatic acinar cells (digestive enzyme 
5 secretion), pancreatic p-cells (insulin secretion), mast cells (histamine secretion), mammary cells (milk protein 
secretion), sperm (enzyme secretion), egg cells (creation of fertilization envelope) and adipocytes (insertion of 
glucose transporters into the plasma membrane). 

Disorders involving exocytosis are known. For example, inflammatory mediator release from mast cells 
leads to a variety of disorders, including asthma. Similarly, Chediak-Higashi Syndrome (CHS) is a rare 
10 autosomal recessive disease in which neutrophils, monocytes and lymphocytes contain giant cytoplasmic 
granules. Accordingly, the proteins involved in exocytosis are of paramount interest and efforts are being 
undertaken by both industry and academia to identify new, vesicle-associated proteins. For example, Skehel et 
aL identified a 33-kiIodalton membrane protein in Aplysia, termed VAP-33, which is required for the exocytosis 
of neurotransmitter. Science (1995) 15:269(5230): 1580-1583, and Neuropharmacology (1995) 34(1 1): 1379- . 
15 1385. Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel vesicle- associated membrane proteins. It is an object of the invention to provide 
proteins having homology to the vesicle associated protein, VAP-33, designated herein as PR0983. 

44. PRO1057 

20 Proteases are enzymatic proteins which are involved in a large number of very important biological 

processes in mammalian and non-mammalian organisms. Numerous different protease enzymes from a variety 
of different mammalian and non-mammalian organisms have been both identified and characterized. The 
mammalian protease enzymes play important roles in many different biological processes including, for example, 
protein digestion, activation, inactivation, or modulation of peptide hormone activity, and alteration of the 
25 physical properties of proteins and enzymes. 

In light of the important physiological roles played by protease enzymes, efforts are currently being 
undertaken by both industry and academia to identify new, native protease homologs. Many of these efforts are 
focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel 
secreted proteins. Examples of screening methods and techniques are described in the literature [see, for 
example, Klein et aL, Proc. Natl. Acad. Sci., 93:7108-71 13 (1996); U.S. Patent No. 5,536,637)]. We herein 
describe the identification of novel polypeptides having homology to various protease enzymes, designated herein 
as PRO1057 polypeptides. 
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45. PRO1071 

Thrombospondin-1 is a trimeric high molecular weight glycoprotein that is released from platelet alpha- 
granules in response to thrombin stimulation and that is also a transient component of the extracellular matrix 
in developing and repairing tissues (Adams, Int. J. Biochem. Cell Biol 29:861-865 (1997) and Qian et al. , Proc. 
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Soc. Exp, Biol. Med. 212: 199-207 (1996)). A variety of factors regulate thrombospondin expression and the 
protein is degraded by both extracellular and intracellular routes. Thrombospondin- 1 functions as a cell adhesion 
molecule and also modulates cell movement, cell proliferation, neurite outgrowth and angiogenesis. As such, 
there is substantial interest in identifying novel polypeptides having homology to thrombospondin. We herein 
describe the identification and characterization of a novel polypeptide having homology to thrombospondin, 
5 designated herein as PRO1071. 

46. PRO1072 

Studies have reported that the redox state of the cell is an important determinant of the fate of the cell . 
Funhermore, reactive, oxygen species have been reported to he cytotoxic,, causing inflammatory disease, 

10 including tissue necrosis, organ failure, atherosclerosis, infertility* birth defects, premature aging, mutations and 
malignancy. Thus, the control of oxidation and reduction is imponant. for a number of reasons, including the 
control and prevention of strokes, heart attacks, oxidatiye .stress, hypertension and may be associated . with the 
development of malignancies.;. The levels of antioxidant- enzymes, such; as. reductases, which catalyze the 
conversion of reactive oxygen, species to water have: been; shown. to be tow in cancer cells. Iff particular, 

15 malignant prostate epiUjelium may.have lowered expression of such antioxidant enzymes [Baker etal., Prostate 
32(4):229-233 (1997)]. In this- regard, reductases, are of interest.; ...In addition, the franscripltion .factors, 
NF-kappa B and AP.l, are knowato be regulated by redox state and to affect the expression of a large variety 
of genes thought to be involved in the pathpgenesisofAIDS, cancer, atherosclerosis and diabetic complications. 
Publications further describing this subject matter include Engman et al., Anticancer Res. (Greece^ . 17:4599- 
20 4605 (1997), Kelsey, et al., Br. J. Cancer, 76(7): 852-854 (1997); Friedrich and Weiss. J. Theor. Biol. 
187(4):529-40 (1997) and Pieulle. et al,, J. Bacterio) 179(1 8): 5684-92 (1997). Given the physiological 
importance of redox reactions. in vivo, efforts are currently being under taken to identify new, native proteins 
which are involved in redox reactions. We describe herein the identification of a novel polypeptide which has 
sequence similarity to reductase enzymes, desiignated; herein as PRO1072. 

25- . . ....... .,, ! .- ; :., : . . ...... . ...... 

47. PRO1075 T,a 

Protein disulfide isomerase is an enzymatic protein which is involved in the promotion of correct 
refolding of proteins through the establishment of correct disulfide bond formation. Protein disulfide isomerase 
was initially identified based upon its ability to catalyze the renaturation of reduced denatured RNAse 

30 (Goldbergeretal.,7. Bud, Chem. 239: 1406-1410 (1964) and Epstein etal.. Cold Sprring Harbor Symp. Quant. 
Biol. 28:439-449. (1963)). Protein disulfide isomerase has been shown to be a resident enzyme of the 
endoplasmic reticulum which is retained in the endoplasmic reticulum via a -KDEL or -HDEL amino acid 
sequence at its C-terminus. : ■ 

Given the importance of disulfide bond-forming. enzymes and their potential uses in a number of 

35 different applications, for example in increasing the yield of correct refolding of recombinantly produced 
proteins,, efforts are currently being undertaken by both industry. and academia to identify new, native proteins 
having homology to protein disulfide isomerase. Many of these efforts are focused on the screening of 
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mammalian recombinant DNA libraries to identify the coding sequences for novel protein disulfide isomerase 
homologs. Examples of screening methods and techn.ques are described in the l.terature [see, for example 
Klein et a!., Proc. Nat.. Acad Sri , 93:7108-7. 13 (1996); U.S. Patent No. 5,536,637)]. We herein describe 
a novel polypeptide havmg homology to protein disulfide isomerase, designated here.n as PRO 1075. 

5 48. PRQ181 

In Drosophila, the dorsal-ventral polarity of the egg chamber depends on the localization of the oocyte 
nucleus and the gurken RNA to the dorsal-anterior corner of the oocyte. Gurken protein presumably acts as a 
ligand for the drosophila EOF receptor (torpedo/DER) expressed in the somatic follicle cells surrounding the 
oocyte. Cornichon is a gene required in the germline for dorsal-ventral signaling (Roth et al., Cell 81 :967-978 
10 (1995)). Cornichon, gurken and torpedo also function in an earlier signaling event that establishes posterior 
follicle cell fates and specifies the anterior-posterior polarity of the egg chamber. Mutations in any or all of these 
genes prevent the formation of a correctly polarized microtubule cytoskeleton required for proper localization 
of the anterior and posterior determinants bicoid and oskar and for the asymmetric positioning of the oocyte 
nucleus. Thus, it is clear that the cornichon gene product plays an important role in early development. We 
herein describe the identification and characterization of a novel polypeptide having homology to the cornichon 
protein, designated herein as PR0181. 

49. PRQ195 

Efforts aire currently being undertaken to identify and characterize novel transmembrane proteins. We 
herein describe the identification and characterization of a novel transmembrane polypeptide, designated herein 
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as PRO 195. 



50. PRQ865 



Efforts arre currently being undertaken to identify and characterize novel secreted proteins. We herein 
describe the identification and characterization of a novel secreted polypeptide, designated herein as PR0865. 

51. PRQ827 

VLA-2 is an cell-surface integrin protein that has been identified and characterized in a number of 
mammalian organisms, including both mouse and human. VLA-2 has been shown to be a receptor on the 
surface of cells for echovirus- 1 (EV-1) which mediates infection of VLA-2-expressing cells by EV- 1 (Zhang et 
al.,Yirolo^235(2):293-301 (1997)an^ VLA-2 has also been 

shown to mediate the interaction of collagen with endothelium during in vitro vascular tube formation (Jackson 
et al., Cell Biol. Int. 18(9):859-867 (1994)). Various other integrin proteins that share various degrees of amino 
acid sequence homology with VLA-2 have been identified and characterized in a variety of mammalian organism. 
These integrins have been reported to play important roles in a variety of different physiological functions. 
Therefore, there is significant interest in identifying novel polypeptides having homology to one or more of the 
integrin proteins. We herein describe the identification and characterization of a novel polypeptide having 

24 



BNSDOCID: <WO 0053756A2_I_> 



WO 00/53756 



PCT/US00/04341 



homology to VLA-2 integrin protein, designated herein as PR0827. 
52: PRQ1114 

Many important cytokine proteins have been identified and characterized and shown to signal through 
specific cell surface receptor complexes. For example, the class II cytokine receptor family (CRF2) includes 
5 the interferon receptors, the interleukin- 10 receptor and the tissue factor CRFB4 (Spencer et al . , J. Exn. Med. 
187:571-578 (1998) and Kotenko et al., EMBO J. 16:5894-5903 (1997)). Thus, the multitude of biological 
activities exhibited by the various cytokine proteins is absolutely dependent upon the presence of cytokine 
receptor proteins on the surface of target cells. There is, therefore, a significant interest in identifying and 
characterizing novel polypeptides having homology to one or moreof the cytokine receptor family. We herein 
10 describe the identification and characterization of a novel polypeptide having homology to cytokine receptor 
family-4 proteins; designated herein as PRO 1-1-1 7. = - \ -.v. 

Interferons (IFNs) encompass a large family of secreted proteins occurring in vertebrates. Although 
they were originally named for their antiviral activity, growing evidence supports a critical role for IFNs in cell 
growth and differentiation (Jaramillo et al . Cancer Investigation nm^T.^a (1995)). IFNs belong to a class 
15 of negative growth factors having^the abHity-to inhibit the growth of a wide variety of cells with both ribrmal and 
transformed phenotypes;> IFN therapy has been shown; to be beneficial in the treatment of human malignancies 
such as Karposi's sarcoma, chronic myelogenous leukemia, nori-Hodgkift's lymphoma, and hairy cell leukemia 
as well as in- the treatment of infectious diseases such as hepatitis B (Garni iel et ah, Scanning Microscopy 
2(1):485-492(1988), Einhom et al. , Med; Oncol, &Tumor Pharmacother. 10:25-29 (1993), Ringenberg et al., 
20 Missouri Medicine 85(l):21-26 (1988), Saracco et al.. Journal of Gastrnentftrrtlogyand Hep atolopv 10:668-673 
(1995); Gonzalez-Mateos et ; al:. tfepato^Gastroenternln ffY 42:893-899^(1995) and Malaguarnera et al., 
Pharmacotherapy 1 7(5 > : QQS- 1 OPS- ( 1 QQ7) v - ^ 

Interferons can. be classified into two major groups based upon- their primary sequence. Type I 
interferons, IFN-oe and IFN^v are encoded by a superfamily of intronless genes consisting of the IFN-a gene 

25 family and a single IFN-0 gene that are thoughrxo have arisen from a common ancestral gene. Type I 
interferons may be produced by most cell types. Type II IFN, or IFN-y, is restricted to lymphocytes (T cells 
and natural killer cells) and is stimulated by nonspecific T cell activators or specific antigens in vivo: 

Although both type f and type II IFNs produce similar antiviral and antiproliferative effects, they act 
on distinct cell surface receptors, wherein the binding is generally species specific (Langer et al., Immunol. 

30 Today. 9:393-400 (1988)). Both lFN^cc and IFN-P bind competitively to the same high affinity type I receptor, 
whereas IFN-y binds to a distinct type II receptor. The presence and number of IFN receptors on the surface 
of a cell does not generally reflect the sensitivity of the cell to IFN , although it is clear that the effects of the IFN 
protein is mediated through binding ta a cell surface interferon receptor. As such, the identification and 
characterization of novel interferon receptor proteins is of extreme interest. 

35 We herein describe the identification and characterization of novel interferon receptor polypeptides, 

designated herein as "PROH14 interferon receptor" polypeptides. Thus, the PROH14 polypeptides of the 
present invention represents a novel cell surface interferon receptor. 
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53. PRQ237 

Carbonic anhydrasc is an enzymatic protein that which aids carbon dioxide transport and release in the 
mammalian blood system by catalyzing the synthesis (and the dehydration) of carbonic acid from (and to) carbon 
dioxide and water. Thus, the actions of carbonic anhydrasc are essential for a variety of important physiological 
reactions in the mammal. As such, there is significant interest in the identification and characterization of novel 
5 polypeptides having homology to carbonic anhydrase. We herein describe the identification and characterization 
of a novel polypeptide having homology to carbonic anhydrase, designated herein as PR0237. 

54. PIRQ541 

Numerous trypsin inhibitory proteins have been identified and characterized (see, e.g., Yamakawa et 
10 al - Biochim. Biophys. Acta 1395:202-208 (1998) and Mizuki et al. f Mammalian fa^ 3:274-280 (1992)). 
Trypsin inhibitor proteins play important roles in a variety of different physiological and biological pathways 
and are specifically involved in such processes as the regulation of protein degradation, digestion, and the like. 
Given the important roles played by such enzymatic proteins, there is significant interest in identifying and 
characterizing novel polypeptides having homology to known trypsin inhibitor proteins. We herein describe the 
15 identification and characterization of a novel polypeptide having homology to a trypsin inhibitor protein, 
designated herein as PR054L 

55. PRQ273 

Leukocytes include monocytes, macrophages, basophils, and eosinophils and play an important role in 
20 the immune response. These cells are important in the mechanisms initiated by T and/or B lymphocytes and 
secrete a range of cytokines which recruit and activate other inflammatory cells and contribute to tissue 
destruction. 

Thus, investigation of the regulatory processes by which leukocytes move to their appropriate 
destination and interact with other cells is critical. Currently, leukocytes are thought to move from the blood 

25 to injured or inflamed tissues by rolling along the endothelial cells of the blood vessel wall. This movement is 
mediated by transient interactions between selectins and their ligands. Next, the leukocyte must move through 
the vessel wall and into the tissues. This diapedesis and extravasation step involves cell activation which 
promotes a more stable leukocyte-endothelial cell interaction, again mediated by integrins and their ligands. 

Chemokines are a large family of structurally related polypeptide cytokines. These molecules stimulate 

30 leukocyte movement and may explain leukocyte trafficking in different inflammatory situations. Chemokines 
mediate the expression of particular adhesion molecules on endothelial cells, and they produce chemoattractants 
which activate specific cell types. In addition, the chemokines stimulate proliferation and regulate activation of 
specific cell types. In both of these activities, chemokines demonstrate a high degree of target cell specificity. 
The chemokine family is divided into two subfamilies based on whether two amino terminal cysteine 

35 residues are immediately adjacent (C-C) or separated by one amino acid (C-X-C). Chemokines of the C-X-C 
family generally activate neutrophils and fibroblasts while the C-C chemokines act on a more diverse group of 
target cells including monocytes/macrophages, basophils, eosinophils and T lymphocytes. The known 
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chemokines of both subfamilies are synthesized by many diverse cell types as reviewed in Thomson A. (1994) 
The Cytokine Handbook, 2 d Ed. Academic Press, N.Y. Chemokines are also reviewed in Schall TJ (1994) 
Chemotactic Cytokines: Targets for Therapeutic Development. International Business Communications, 
Southborough Mass. pp 180-270; and in Paul WE (1 993) Fundamental Immunology, 3rd Ed. Raven Press, N.Y. 
pp 822-826. 

5 Known chemokines of the C-X-C subfamily include macrophage inflammatory proteins alpha and beta 

(MIP-1 and MIP-2 ), interleukin-8 (IL-8), and growth regulated protein (GRO-alpha and beta). 

MIP^2 was first identified as a 6 kDa heparin binding protein secreted by the mouse macrophage cell 
line RAW 264.7 upon stimulation with lipopoly saccharide (LPS). MIP-2 is a member of the C-X-C (or CXC) 
subfamily of chemokines. Mouse MIP-2 is chemotactic for human neutrophils and induces local neutrophil 
10 infiltration when injected into the foot pads of mice. Rat MIP-2 sh£ws 86% amino acid homology to the mouse 
MIP-2 and is chemotactic for rat neutrophils but does not stimulate migration of rat alveolar macrophages or 
human peripheral: blood eosinophils or lymphocytes. In addition, the rat MIP-2 has been shown to stimulate 
proliferation of rat alveolar epithelial c^Hs but not fibroblasts: : w - - re- 

current • techniques -for diagnosis of abnormalities in: iri^med op diseased issues mainly rely on 
15 observation of clinical symptoms or serological analyses of body tissues or fluids for hormonesi polypeptides 
or various metabolites. Problems exist with these diagnostk^techniquesi First* patients jnay riot manifest clinical 
symptoms at early stages of disease; Second; -serological tests do not always differentiate between invasive 
diseases and genetic syndromes. Thus, the identification is important to the 

development of new diagnostic^ techniques- effective therapies; and to aid in the understanding of molecular 
20- pathogenesis. -v. ...... .. ..._ :t .^. . 

To date, chemokines have been implicated^ at least the following conditions: psoriasis; inflammatory 
bowel disease, renal disease, arthritis; immune-mediated alopecia, stroke, encephalitis -MS* hepatitis, and others. 
In addition, non-ELR-containing chemokines have been implicated in the inhibition of angiogenesis, thus 
indicating that these chemokines have a rule in tumor vascularization and tumorigerieSis. 
25 Therefore it is theobject of this invention to identify polypeptides and nucleic acids encoding the same 

which have sequence identity and similarity with cytokirie-mduced neutrophil chemoattractants, MIP-1 , MIP-2, 
and other related proteins. The efforts of this object are provided herein. 

56. PRO70r 

30 Beta neurexins and neuroligins.are plasma membrane; proteins that are displayed on the neuronal cell 

surface. Neuroligin Lis enriched in synaptic plasma membranes and acts as a splice site-specific ligand for beta 
neurexins as described in. Ichtchenko, et ai.» Cell, 81 (3): 435-443 (1995). The extracellular sequence of 
neuroligin 1 is composed of a catalytically inactive esterase domain homologous to acetylcholinesterase. 
Neuroligin 2 and 3 are similar in structure-and sequence to neuroligin 1 . All neuroligins contain an N-terminal 

35 hydrophobic sequence with the characteristics of a cleaved signal peptide followed by a large esterase homology 
domain, a highly conserved single transmembrane region, and a short cytoplasmic domain. The three 
neuroligins are alternatively spliced at the same position and are expressed at high levels only in the brain. Tight 
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binding of the three neuroligins to beta neurexins is observed only for beta neurexins lacking an insert in splice 
site 4. Thus, neuroligins constitute a multigene family of brain-specific proteins with distinct iso forms that may 
have overlapping functions in mediating recognition processes between neurons, see Ichtchenko. et al., J. Biol. 
Cherrr., 271(5):2676-2682 (1996). Moreover, neurexins and neuroligins have been reported as functioning as 
adhesion molecules in a Ca 2+ dependent reaction that is regulated by alternative splicing of beta neurexins, i.e., 
5 see Nguyen and Sudhof, J. Biol. Chem. . 272(41 ):26032-26039 (1997). Given the foregoing, membrane 

bound proteins are of interest. More generally, membrane-bound proteins and receptors can play an important 
role in the formation, differentiation and maintenance of multicellular organisms. The fate of many individual 
cells, e.g., proliferation, migration, differentiation, or interaction with other cells, is typically governed by 
information received from other cells and/or the immediate environment. This information is often transmitted 

10 by secreted polypeptides (for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation 
factors, neuropeptides, and hormones) which are, in turn, received and interpreted by diverse cell receptors or 
membrane-bound proteins. Such membrane-bound proteins and cell receptors include, but are not limited to, 
cytokine receptors, receptor kinases, receptor phosphatases, receptors involved in cell-cell interactions, and 
cellular adhesin molecules like selectins and integrins. For instance, transduction of signals that regulate cell 

15 growth and differentiation is regulated in part by phosphorylation of various cellular proteins. Protein tyrosine 
kinases, enzymes that catalyze that process, can also act as growth factor receptors. Examples include fibroblast 
growth factor receptor and nerve growth factor receptor. 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 

20 agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 
of potential peptide or small molecule inhibitors of the relevant receptor/1 igand interaction. 

Efforts are being undertaken by both industry and academia to identify new, native membrane-bound 
receptor proteins, particularly those having sequence identity and/or similarity with neuroligins 1, 2 and 3. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 

25 sequences for novel secreted and membrane-bound receptor proteins. Examples of screening methods and 
techniques are described in the literature [see, for example, Klein et al., Proc. NatL Acad. Sci. . 93:7108-71 13 
(1996); U.S. Patent No. 5,536,637)]. The results of such efforts are provided herein. 

57. PRO704 

30 VIP36 is localized to the Golgi apparatus and the cell surface, and belongs to a family of legume lectin 

homologues in the animal secretory pathway that might be involved in the trafficking of glycoproteins, 
glycolipids, or both. It is further believed that VIP36 binds to sugar residues of glycosphingolipids and/or 
gycosylphosphatidyl-inositol anchors and might provide a link between the extracellular/luminal face of 
glycolipid rafts and the cytoplasmic protein segregation machinery. Further regarding VIP36, it is believed that 

35 there is a signal at its C-terminus that matches an internalization consensus sequence which confers its ability 
to cycle between the plasma membrane and Golgi. See; .Fiedler, et al, EMBO J .. 13(7): 1729-1 740 (1994); 
Fiedler and Simons, J. Cell Sci ., 109(l):271-276 (1996); Itin, et al., MBOJ., 14(10):2250-2256 (1995). It is 
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believed that VIP36 is either the same as or very closely related to the human GP36b protein. VIP36 and/or 
GP36b are of interest. 

More generally, vesicular, cytoplasmic, extracellular and membrane-bound proteins play important roles 
in the formation, differentiation and maintenance of multicellular organisms. The fate of many individual cells, 
e.g. , proliferation, migration, differentiation, or interaction with other cells, is typically governed by information 
5 received from other cells and/or the immediate environment. This information is often transmitted by secreted 
polypeptides (for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation factors, 
neuropeptides, and hormones) which are, in turn, received and interpreted by diverse cell receptors or 
membrane-bound proteins. These secreted, polypeptides or signaling molecules normally pass through the 
cellular secretory pathway to reach their site of action in the extracellular environment, usually at a membrane- 

10 bound receptor protein. = . - " • = - • :• ~ r ' : v 

Secreted proteins have various industrial applications, including use as pharmaceuticals, diagnostics, 
biosensors and bioreactors. In fact; most protein drugs; available at present; such as thrombolytic agents, 
interferons; interleukins v erythropoietins ; colony stimulating factors, andvarious other cytokines^ are secretory 
proteins. Their receptors, which are membrane-bound proteins, also havepotentiatas therapeutic or diagnostic 

15 agents. Receptor irnmunoadhesins^ for instance, can be employed as therapeutic agents; to block receptor-ligand 
interaction. Membrane-bound proteins can also be employedfor screening of potential peptide or small molecule 
inhibitors of the relevant receptor/iigand interaction. Such membrane-bound proteins and ceil receptors include, 
but are not limited to, cytokine receptorsv receptor kinases, receptor phosphatases, receptors involved in cell-cell 
interactions, and cellular adhesin molecules like selectins and integrins;. Transduction of signals that regulate 
- 20 cell growth and differentiation is regulated in part by phosphorylation; of various cellular proteins. Protein 
tyrosine kinases, enzymes:that catalyze^that process,. can also act as growth factor receptors. Examples include 
fibroblast growth factor receptor and nerve growth factor receptor. 

Efforts are being undertaken by both- industry and academia to identify new, native vesicular, 
cytoplasmic, secreted and membrane-bound receptor proteinsy particularly those having sequence identity and/or 

25 similarity with VIP36. Many efforts are focused on the; screening of mammalian reeombinant DNA libraries 
to identify the coding sequences for nover secreted and membrane-bound receptor proteins. Examples of 
screening methods and techniques are described in the literature [see, for example, Klein et al., Proc. Natl. 
Acad. Sci. . 93:7108^7113 (1996); U,S. Patent No, 5;536, 637)]. 

30 58, PRO706 _ ., . 

Acid phophatase proteins are secreted proteins which dephophorylate terminal phosphate groups under 
acidic pH conditions. Acid phophatases contain a RHGXRXP amino acid sequence, which is predicted to be 
mechanistically significant. Acid phosphatases may have important functions in the diagnosis and treatment of 
human diseases. For example, prostatic acid phosphatase is a secreted protein uniquely expressed in prostatic 

35 tissue and prostate cancer. The level of prostatic acid phosphatase is a potential prognostic factor for local and 
biochemical control in prostate cancer patients treated with radiotherapy, as described in Lankford et al-.# Int. 
J. Radiat.- Oncol. Biol. Phvs. 38(2): 327-333 (1997). Research suggests that a cellular immune response to 

29 

BNSDOCIB: <WO 0O53756A2_l_> 



WO 00/53756 



PCT/US00/04341 



prostatic- acid phosphatase may mediate destructive autoimmune prostatitis, and that xenogeneic forms of 
prostatic acid phosphatase may prove useful for immunotherapy of prostate cancer. See Fong et al . , J. Immunol. 
169(7): 3 1 13-31 17 (1997). Seminal prostatic acid phosphatase levels correlate significantly with very low sperm 
levels (oligospermia) in individuals over 35, see Singh et al., Singapore Med. J. 37(6): 598-599 (1996). Thus, 
prostatic acid phosphatase has been implicated in a variety of human diseases, and may have an important 
5 function in diagnosis and therapy of these diseases. A series of aminobenzylphosphatic acid compounds are 
highly potent inhibitors of prostatic acid phosphatase, as described in Beers et al., Bioorg. Med. Chem. 4(10): 
1693-1701 (1996). 

More generally, extracellular proteins play an important role in the formation, differentiation and 
maintenance of multicellular organisms. The fate of many individual cells, e.g., proliferation, migration, 
10 differentiation, or interaction with. other cells, is typically governed by information received from other cells 
and/or the immediate environment. This information is often transmitted by secreted polypeptides (for instance, 
mitogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and hormones) which 
are, in turn, received and interpreted by diverse cell receptors or membrane -bound proteins. These secreted 
polypeptides or signaling molecules normally pass through the cellular secretory pathway to reach their site of 
15 action in the extracellular environment. 

Secreted proteins have various industrial applications, including pharmaceuticals, diagnostics, biosensors 
and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons, interleukins, 
erythropoietins, colony stimulating factors, and various other cytokines, are secretory proteins. Their receptors, 
which are membrane proteins, also have potential as therapeutic or diagnostic agents. Efforts are being 
20 undertaken by both industry and academia to identify new, native secreted proteins, particularly those having 
sequence identity with prostate acid phosphatase precursor and lysosomal acid phosphatase precursor and in some 
cases, those having identity with DNA found in fetal heart. Many efforts are focused on the screening of 
mammalian recombinant DNA libraries to identify the coding.sequences for novel secreted proteins. Examples 
of screening methods and techniques are described in the literature [see, for example,' Klein et al. , Proc. Natl. 
25 Acad. ScL . 93:7108-7113 (1996); U.S. Patent No. 5,536,637)]. 

59. PRQ707 

Cadherins are a large family of transmembrane proteins. At least cadherins 1-13 as well as types B, 
E, EP, M, N, P and R have been characterized. Among the functions cadherins are known for, with some 

30 exceptions, cadherins participate in cell aggregation and are associated with cell-cell adhesion sites. Cadherins 
are further described inTanihara, et al., J. Cell Sci .. 107(6): 1697- 1704 (1994) and Tanihara, et al.. Cell Adhes. 
Commun.. 2(1): 15-26 (1994). Moreover, it has been reported that some members of the cadherin superfamily 
are involved in general cell-cell interaction processes including transduction. See, Suzuki, J. Cell Biochem .. 
61(4):531-542 (1996). Therefore, novel members of the cadherin superfamily are of interest. 

35 More generally, all novel proteins are of interest, including membrane-bound proteins. Membrane- 

bound proteins and receptors can play an important role in the formation, differentiation and maintenance of 
multicellular organisms. The fate of many individual cells, e.g.. proliferation, migration, differentiation, or 
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interaction with other cells, is typically governed by information received from other ceils and/or the immediate 
environment. This information is often transmitted by secreted polypeptides (for instance, mitogenic factors, 
survival factors, cytotoxic factors, differentiation factors, neuropeptides, and hormones) which are, in turn, 
received and interpreted bydiverse cell receptors or membrane-bound proteins. Such membrane-bound proteins 
and cell receptors include, but are not limited to, cytokine receptors, receptor kinases, receptor phosphatases, 
5 receptors involved in cell-cell interactions, and cellular adhesin molecules like selectins and integrins. For 
instance, transduction of signals that regulate cell growth and differentiation is regulated in part by 
phosphorylation of various cellular proteins. Protein tyrosine kinases, enzymes that catalyze that process, can 
also act as growth factor receptors. Examples include fibroblast growth factor receptor and nerve growth factor 
receptor. - ■ - .-, ...... 

10 Membrane-bound proteins and receptor molecules have various industrial applications, including as 

pharmaceutical and diagnostic agents;: Receptor immunoadhesins, for instance, can be. employed as therapeutic 
agents to block receptor-ligand interaction; The membrane-bound proteins can also be employed for screening 
of potential peptide.or small molecule inhibitors of the relevant receptor/ligand interaction. 

Efforts are being undertaken by both industry and 'academia to identify new; native secreted and 

15: membrane-bound receptor proteins, particularly membrane bound proteins hay ing identity with cadherins; The 
results of such efforts are provided herein. - ^ 

60. PRQ322 

Proteases ju-e enzymatic proteins which are involved in a large number of very important biological 

20 processes in mammalian and non-mammalian organisms. Numerous different protease enzymes from a variety 
of different mammalian and non-mammalian organisms have been both identified and. characterized, including 
the.serine proteases which exhibit specific activity toward various serine-containing proteins. The mammalian 
protease erizymespla^ important roles in biological processes such as, for example, protein digestion, activation, 
inactivation, or modulation of peptide hormone activity, and alteration of the physical properties of proteins and 

25 enzymes. - _ 

Neuropsin is a novel serine protease whose mRNA is expressed in the central nervous system. Mouse 
neuropsin has been cloned* and studies Jiave shown that it is involved in the hippocampal plasticity. Neuropsin 
has also been indicated as associated with extracellular matrix modifications and cell migrations. See, generally, 
Chen, et al., Neuros^i.,. 7(2): 5088-5097 (1995) and Chen, et al.. J. Histochem. Cvtochem .. 46:313-320 (1998). 

30 Efforts are being undertaken by both industry and academia to identify new, native membrane-bound 

or secreted proteins, particularly those having homology to neuropsin, serine protease, neurosin and trypsinogen. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted and membrane-bound receptor proteins. Examples of screening methods and 
techniques are described in the literature [see, for example, Klein et al., Proc. Natl. Acad. Sci. . 93:7108-71 13 

35 (1996); U.S. Patent No. 5,536,637)]. 
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61. PRQ526 

Protein-protein interactions include those involved with receptor and antigen complexes and signaling 
mechanisms. As more is known about the structural and functional mechanisms underlying protein-protein 
interactions, protein-protein interactions can be more easily manipulated to regulate the particular result of the 
protein-protein interaction. Thus, the underlying mechanisms of protein-protein interactions are of interest to 
5 the scientific and medical community. 

All proteins containing leucine-rich repeats are thought to be involved in protein-protein interactions. 
Leucine-rich repeats are short sequence motifs present in a number of proteins with diverse functions and cellular 
locations. The crystal structure of ribonuclease inhibitor protein has revealed that leucine-rich repeats 
correspond to beta-alpha structural units. These units are arranged so that they form a parallel beta-sheet with 
10 one surface exposed to solvent, so that the protein acquires an unusual, nonglobular shape. These two features 
have been indicated as responsible for the protein-binding functions of proteins containing leucine-rich repeats. 
See, Kobe and Deisenhofer, Trends Biochem. Sci. . 19(10):415-421 (Oct. 1994). 

A study has been reported on leucine-rich proteoglycans which serve as tissue organizers, orienting and 
ordering collagen fibrils during ontogeny and are involved in pathological processes such as wound healing, 
15 tissue repair, and tumor stroma formation. Iozzo, R. V., Crit. Rev. Biochem. Mol. BioL . 32(2): 141-1 74 
(1997). Others studies implicating leucine rich proteins in wound healing and tissue repair are De La Salle, C, 
et a1 ** Vouv. Rev. Fr. Hematol. (Germany), 37(4):215-222 (1995), reporting mutations in the leucine rich motif 
in a complex associated with the bleeding disorder Bernard-Soul ier syndrome, Chlemetson, K. J., Thromb. 
Haemost . (Germany), 74(1): 1 11-116 (July 1995), reporting that platelets have leucine rich repeats and Ruoslahti, 
20 E. I., et ah, WO9110727-A by La Jolla Cancer Research Foundation reporting that decorin binding to 
transforming growth factorp has involvement in a treatment for cancer, wound healing and scarring. Related by 
function to this group of proteins is the insulin like growth factor (IGF), in that it is useful in wound-healing and 
associated therapies concerned with re-growth of tissue, such as connective tissue, skin and bone; in promoting 
body growth in humans and animals; and in stimulating other growth-related processes. The acid labile subunit 
25 (ALS) of IGF is also of interest in that it increases the half-life of IGF and is part of the IGF complex in vivo . 
ALS is further described in Leong and Baxter, Mol. Endocrinol .. 6(6): 870-876 (1992); Baxter, J. Biol. Chem . , 
264(20): 11843-1 1848 (1989); and Khosravi, et al., J. Clin. Endocrinol. Metab ., 82(12):3944-395 1 (1997). 

Another protein which has been reported to have leucine-rich repeats is the SLIT protein which has been 
reported to be useful in treating neurodegenerative diseases such as Alzheimer's disease, nerve damage such 
30 as in Parkinson's disease, and for diagnosis of cancer, see, Artavanistsakonas, S. and Rothberg, J. M., 
WO9210518-A1 by Yale University. Also of interest is LIG-1, a membrane glycoprotein that is expressed 
specifically in glial cells in the mouse brain, and has leucine rich repeats and immunoglobulin- like domains. 
Suzuki, et al., J. Biol. Chem. (U.S.), 271(37):22522 (1996). Other studies reporting on the biological functions 
of proteins having leucine rich repeats include: Tayar, N., et al.. Mol. Cell Endocrinol .. (Ireland), 125(l-2):65- 
35 70(Dec. 1996) (gonadotropin receptor involvement); Miura, Y.. et al., Nippon Rinsho (Japan ). 54(7): 1784-1789 
(July 1996) (apoptosis involvement); Harris, P. C, et al., J. Am. Soc. Nephrol .. 6(4): 1 125-1 133 (Oct. 1995) 
(kidney disease involvement). 
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Efforts are therefore being undertaken by both industry and academia to identify new proteins having 
leucine rich repeats to better understand protein-protein interactions. Of particular interest are those proteins 
having leucine rich repeats and identity or similarity to known proteins having leucine rich repeats such as ALS. 
Many, efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted and membrane-bound proteins having leucine rich repeats. Examples of screening 
5 methods and techniques are described in the literature [see, for example, Klein et al.. Proc. Natl, Acad. Sci. 
93:7108-7113 (1996); U.S.. Patent. No. 5,536,637)]. 



62* PRQ531 

Cadherins are. a large family of transmembrane proteins, Cadherins comprise a family of calcium- 
10 dependent glycoproteins that function in mediating pell-cell adhesion in virtually all solid tissues of multicellular 
organisms. At least cadherins 1-13 as well- as, types B* E; EP, My N, P and R have been characterized. Among 
the functions cadherins are known for, with some exceptians,; v caijherins participate in cell aggregation and are 
associated with cell : c<ell adhesion sites. Recently; it has; been reported that, while all: cadherins. share multiple 
repeats of a cadherin specific motif believed to correspoqd;to^fo!ding,of extracellular domains members of the 
15 cadlierin superfamily have divergent structures and, possibly, functions. In particular it has been reported that 
members of the cadherin superfamily are involved in signal transduction. See, Suzuki, J. Cell Biochem .. 
61(4):531-542 (1996). Cadherins are further described in Tanihara, et al., J. Cell Sci .. 107(6): 1697- 1704 
(1994), Aberle, et al., J r Cell Bjocrjern^ 61 (4):5 14-523 (1996) and Tanihara, et al.. Cell Adhes. Commun .. 

2(1): 15-26(1994).- ......... ,,. ■ ;j — 

20 Protocadherins are members of me cadherm superfamily which are highly expressed in the brain. In 

some studies, protocadherins have shown cell adhesion. activity, See, Sano, et al., EMBOJ. , 1 2(6) : 2249-2256 
(1993). However, studies have also shown that^ome protocadherins, such as protocadherin 3 (also referred to 
as Pcdh3 or pc3), do not show strong calcium dependent cell aggregation activity . See, Sago, et al.. Genomics . 
29(3) :63 1-640 (1995) for this study and further characteristics of Pcdh3. 

25 Therefore, novel members .of the cadherin superfamily are of interest. More generally, all membrane- 

bound proteins and receptors are of interest. Such; proteins can p4ay an important role in the formation, 
differentiation and maintenance of multicellular organisms. The fate of many individual cells, e.g. , proliferation, 
migration, differentiation, or interaction with other cells, is typically governed by information received from 
other cells and/or the immediate environment. This information is often transmitted by secreted polypeptides 

30 (for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and 
hormones) which are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. 
Such membrane-bound proteins and cell receptors include, but are not limited to, cytokine receptors, receptor 
kinases, receptor phosphatases, receptors involved in cell-cell interactions, and cellular adhesin molecules like 
selectins and integrins. For instance, transduction of signals that regulate cell growth and differentiation is 

35 regulated in part by phosphorylation of various cellular proteins. Protein tyrosine kinases, enzymes that catalyze 
that process, can also act as growth factor receptors. Examples include fibroblast growth factor receptor and 
nerve growth factor receptor. 
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Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 
of potential peptide or small molecule inhibitors of the relevant receptor/Iigand interaction. 

Efforts are therefore being undertaken by both industry and academia to identify new, native membrane 
5 bound proteins, particular those having sequence identity with protocadherins, especially 3 and 4. Many efforts 
are focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for 
novel membrane-bound proteins. Provided herein are the results of such efforts. 

63. PRQ534 

10 Protein disulfide isomerase is an enzymatic protein which is involved in the promotion of correct 

refolding of proteins through the establishment of correct disulfide bond formation. Protein disulfide isomerase 
was initially identified based upon its ability to catalyze the renaturation of reduced denatured RNAse 
(Goldberger et al. f J. Biol. Chem. 239: 1406-1410 (1964) and Epstein et al., Cold Soring Harbor Svmn. 0„ an r 
Biol. 28:439-449 (1963)). Protein disulfide isomerase has been shown to be a resident enzyme of the 
15 endoplasmic reticulum which is retained in the endoplasmic reticulum via a -KDEL or -HDEL amino acid 
sequence at its C-terminus. Protein disulfide isomerase and related proteins are further described in Laboissiere, 
etal., J. Biol. Chem ., 270(47:28006-28009 (1995); Jeenes, et aL, Gene, 193(2): 15 1-156 (1997; Koivunen, et 
ah, Genomics , 42(3):397-404 (1997); and Desilva, et al., DNA Cell Biol . 15(1):9-16 (1996). These studies 
indicate the importance of the identification of protein disulfide related proteins. 
20 More generally, and also of interest are all novel membrane -bound proteins and receptors. Such 

proteins can play an important role in the formation, differentiation and maintenance of multicellular organisms. 
The fate of many individual cells, e.g., proliferation, migration, differentiation, or interaction with other cells, 
is typically governed by information received from other cells and/or the immediate environment. This 
information is often transmitted by secreted polypeptides (for instance, mitogenic factors, survival factors, 
25 cytotoxic factors, differentiation factors, neuropeptides, and hormones) which are, in turn, received and 
interpreted by diverse cell receptors or membrane-bound proteins. Such membrane-bound proteins and cell 
receptors include, but are not limited to, cytokine receptors, receptor kinases, receptor phosphatases, receptors 
involved in cell-cell interactions, and cellular adhesin molecules like selectins and integrins. For instance, 
transduction of signals that regulate cell growth and differentiation is regulated in part by phosphorylation of 
30 various cellular proteins. Protein tyrosine kinases, enzymes that catalyze that process, can also act as growth 
factor receptors. Examples include fibroblast growth factor receptor and nerve growth factor receptor. 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 
35 of potential peptide or small molecule inhibitors of the relevant receptor/Iigand interaction. 

Given the importance of membrane bound proteins, efforts are under way to identity novel membrane 
bound proteins. Moreover, given the importance of disulfide bond-forming enzymes and their potential uses in 
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a number of different applications, for example in increasing the yield of correct refolding of recombinantly 
produced proteins, efforts are currently being undertaken by both industry and academia to identify new, native 
proteins having sequence identity with protein disulfide isomerase. Many of these efforts are focused on the 
screening of mammalian recombinant DNA libraries to identify the coding sequences for novel protein disulfide 
isomerase homologs. We herein describe a novel polypeptide having sequence identity with protein disulfide 
5 isomerase and the nucleic acids encoding the same. 

64. PRQ697 

Secreted frizzled related proteins (sFRPs) are related to the frizzled family of transmembrane receptors. 
The sFRPs are approximately 30 kDa in size, and each contains a putative signal sequence, a frizzled-like 
10 cysteine-rich domain, and a conserved hydrophilic carboxy^terminal domain. It has been reported that sFRPs 
may function: to modulate* Wnt signaling, or function as ligands- for certain receptors; Rattner, et al., PNAS 
USA, 94(7):2859-2863 (1997). Therefore, sFRPs and proteins having sequence identity and/or similarity to 
sFRPs are of interest. 

Another secreted protein of interest is any member of the family of secreted apoptosis-related proteins 

15" (SARPs); Expressionof SARPs modifies theintraceliular levels of beta-catenin, suggesting that SARPs interfere 
with the Wnt-frizzled proteins signalingpathwayv Melkonyan, et al., PNAS1JSA, 94(25): 13636-13641 (1997). 
Therefore, SARPs and proteins having sequence- identity and/or similarity to SARPs are of. interest. 

In addition to sFRPs and SARPs, many-extracellular proteins are of interest: Extracellular proteins play 
an important role in the formation; differentiation and maintenance of multicellular organisms; JThe fate of many 

20 individual cells; e.g., proliferation, migration, differentiation, or interaction with other cells; is typically 
governed by information received from other cells and/or the immediate environment. This information is often 
transmitted by secreted polypeptides (for instance; - mitogen ic factors, survival factors, cytotoxic factors, 
differentiation factors, neuropeptides, and hormones) which are, in turn, received and interpreted by diverse cell 
receptors or membrane-bound proteins. These secreted polypeptides or signaling molecules normally pass 

25 through the cellular secretory pathway to reach their site of action in the extracellular environment. 

Secreted proteins have various industrial applications, including pharmaceuticals, diagnostics, biosensors 
and bioreactors. Most protein drugs avail able at present, such as thrombolytic agents, interferons, interleukins, 
erythropoietins, colony stimulating factors, and various other cytokines, are secretory proteins. Their receptors, 
which are membrane proteins, also have potential as therapeutic or diagnostic agents. 

30 Efforts are being undertaken by both industry and academia to identify new, native secreted proteins, 

particularly those having sequence identity or similarity with sFRP-2 and SARP-1 . Many efforts are focused 
on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel secreted 
proteins. Examples of screening methods and techniques are described in the literature [see, for example, Klein 
ei al -> Proc. Natl. Acad. Sri .93-7108-71 13 (1996); U.S. Patent No. 5,536,637)]. 

35 
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65. PRQ717 

Efforts arc being undertaken by both industry and academia to identify new. native transmembrane 
receptor proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel receptor proteins. The results of such efforts are provided herein. 

66. PRQ731 

Cadherins are a large family of transmembrane proteins. Cadherins comprise a family of calcium- 
dependent glycoproteins that function in mediating cell-cell adhesion in virtually all solid tissues of multicellular 
organisms. At least cadherins 1-13 as well as types B, E, EP, M. N. P and R have been characterized. Among 
the functions cadherins are known for, with some exceptions, cadherins participate in cell aggregation and are 
associated with cell-cell adhesion sites. Recently, it has been reported that while all cadherins share multiple 
repeats of a cadherin specific motif believed to correspond to folding of extracellular domains, members of the 
cadherin superfamily have divergent structures and, possibly /functions. In particular it has been reported that 
members of the cadherin superfamily are involved in signal transduction. See, Suzuki, J. Cell Biochem 
61(4):531-542 (1996). Cadherins are further described in Tanihara, et al., J. Cell Sci 107(6): 1697- 1704 
(1994), Aberle, et al., J. Cell Biochem ., 61(4):514-523 (1996) and Tanihara, et al., Cell Adhes. Cnm m „n 
2(1):15-26(1994). 

Protocadherins are members of the cadherin superfamily which are highly expressed in the brain. In 
some studies, protocadherins have shown cell adhesion activity. See, Sano, et al., EMBOJ., 12(6):2249-2256 
(1993). However, studies have also shown that some protocadherins, such as protocadherin 3 (also referred to 
as Pcdh3 or pc3), do not show strong calcium dependent cell aggregation activity. See, Sago, et al . , Genomics . 
29(3):631-640 (1995) for this study and further characteristics of Pcdh3. 

Therefore, novel members of the cadherin superfamily are of interest. More generally, all membrane- 
bound proteins and receptors are of interest. Such proteins can play an important role in the formation, 
differentiation and maintenanceof multicellular organisms. The fate of many individual cells, e.g., proliferation, 
migration, differentiation, or interaction with other cells, is typically governed by information received from 
other cells and/or the immediate environment. This information is often transmitted by secreted polypeptides 
(for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and 
hormones) which are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. 
Such membrane-bound proteins and cell receptors include, but are not limited to, cytokine receptors, receptor 
kinases, receptor phosphatases, receptors involved in cell-cell interactions, and cellular adhesin molecules like 
selectins and integrins. For instance, transduction of signals that regulate cell growth and differentiation is 
regulated in part by phosphorylation of various cellular proteins. Protein tyrosine kinases, enzymes that catalyze 
that process, can also act as growth factor receptors. Examples include fibroblast growth factor receptor and 
nerve growth factor receptor. 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 
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of potential peptide or small molecule inhibitors of the relevant receptor/1 igand interaction. 

Efforts are therefore being undertaken by both industry and academia to identify new, native membrane 
bound proteins, particular those having sequence identity with protocadherins, especially 4, 68, 43, 42, 3 and 
5. Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel membrane-bound proteins. Provided herein are the results of such efforts. 

5 

67. PRQ218 

Efforts are being undertaken by both industry and academia to identify new, native membrane bound 
proteins, particularly those having sequence identity with membrane regulator proteins. Many efforts are 
focused on the screening of mammalian recombinant DNA Hbrarigs to identify the coding sequences for novel 
10 receptor proteins. 

68- PRQ768 

The integrins comprise a supergene. family of cell-surface glycoprotein receptors that promote cellular 
adhesion. Each cell has numerous receptors that define its cell adhesive capabilities. Integrins are involved in 
15 a wide variety of interaction between cells and other cells ormatrix components. The integrins are of particular 
importance in regulating movement and function of Immune system cells. The platelet-Ilb/IIIA integrin complex 
is of particular importance in regulating platelet aggregation. A member of the integrin family, integrin p-6, is 
expressed on epithelial cells and. modulates epithelial inflammation. Another integrin, leucocyte-associated 
antigen-1 (LFA-1) is important in the adhesion of lymphocytes during an immune response. 
20 Of particular interest is H36-alpha,7 > an integrin alpha chain thatis developmental ly regulated during 

myogenesis as described in Song, et aL, L^ellBici, ..11 7(3): 643.657 (1992). The expression panern of the 
laminin-binding alpha 7 beta 1 integrin is developmentally regulated in skeletal, cardiac, and smooth muscle. 
Ziober, et al. f Mol. Biol. Cell, 8(9): 1723- 1734 (1997). It has been reported that expression of the alpha 7- 
X1/X2 integrin is a novel mechanism that regulates receptor affinity states in a cell-specific context and may 
25 modulate integrin-dependent events during muscle development and repair. ]d. It hak further been reported that 
laminins promote the locomotion of skeletal myoblasts via the- alpha 7 integrin receptor. In particular it was 
reported that alpha 7 beta 1 receptor can promote myoblast adhesion and motility on a restricted number of 
laminin isoforms. and may be important in myogenic precursor recruitment during regeneration and 
differentiation. Yao, etal.,J.Cell Sci., 109(13):3 139-3 150 (1996); Spliced variants of integrin alpha 7 are also 
described in Leung, et al., Biochem. Biophvs. Res. Commun .. 243f.1):3 17-12*. MQQ8Y and Fornaro and 
Languino, Matrix Biol., 16(4): 185-193 (1997). Moreover, it has been reported that absence of integrin alpha 
7 causes a form of muscular dystrophy. Thus integrins, particularly those related to integrin 7 and- related 
molecules, are of interest. 

In addition to the interest of integrins, more generally, all membrane-bound proteins and receptors are 
35 of interest since such proteins can play an important. role in the formation, differentiation and maintenance of 
multicellular organisms. The fate of many individual cells, e.g., proliferation, migration, differentiation, or 
interaction with other cells, is typically governed by information received from other cells and/or the immediate 
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environment. This information is often transmitted by secreted polypeptides (for instance, mitogen* factors, 
survival factors, cytotoxic factors, differentiation factors, neuropeptides, and hormones) which are, in turn, 
received and interpreted by diverse cell receptors or membrane-bound proteins. Such membrane-bound proteins 
and cell receptors include, but are not limited to, cytokine receptors, receptor kinases, receptor phosphatases, 
receptors involved in cell-cell interactions, and cellular adhesin molecules like seleciins and integrins. For 
instance, transduction of signals that regulate cell growth and differentiation is regulated in part by 
phosphorylation of various cellular proteins. Protein tyrosine kinases, enzymes that catalyze that process, can 
also act as growth factor receptors. Examples include fibroblast growth factor receptor and nerve growth factor 
receptor. 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 
of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. 

Therefore, efforts are being undertaken by both industry and academia to identify new, native receptor 
proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel receptor proteins. The results of such efforts, particularly those focused on 
identifying new polypeptides having sequence identity with integrins, are provided herein. 



20 



69. PRQ771 

Testican is a multidomain testicular proteoglycan which is expressed in numerous tissue types including, 
but not limited to neuromuscular tissue, the brain and reproductive tissues. Testican resembles modulators of 
cell social behavior such as the regulation of cell shape, adhesion, migration and proliferation. [Bonnet, F. et 
al., J. Biol. Chem. , 27I(8):4373 (1996), Perin, J.P. et al., EXS (Switzerland), 70:191 (1994), Alliel, P.M., et 
al, Eur. J. Biochem. , 214(1 ):346 ( 1993), Charbonnier, F., et al., C. R. Seances Soc. Biol. Fil. (France), 
191(1): 127 (1997)]. Among other reasons, since testican has been implicated in neuronal processes and may 
25 be associated with the growth of connective tissue, testican and related molecules are of interest. 

More generally, all extracellular proteins are of interest. Extracellular proteins play an important role 
in the formation, differentiation and maintenance of multicellular organisms. The fate of many individual cells, 
e.g. , proliferation, migration, differentiation, or interaction with other cells, is typically governed by information 
received from other cells and/or the immediate environment. This information is often transmitted by secreted 
30 polypeptides (for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation factors, 
neuropeptides, and hormones) which are, in turn, received and interpreted by diverse cell receptors or 
membrane-bound proteins. These secreted polypeptides or signaling molecules normally pass through the 
cellular secretory pathway to reach their site of action in the extracellular environment. 

Secreted proteins have various industrial applications, including pharmaceuticals, diagnostics, biosensors 
and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons, interleukins, 
erythropoietins, colony stimulating factors, and various other cytokines, are secretory proteins. Their receptors, 
which are membrane proteins, also have potential as therapeutic or diagnostic agents. Efforts are being 
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undertaken by both industry and academia to identify new, native secreted proteins. Many efforts are focused 
on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel secreted 
proteins. Examples of screening methods and techniques are described in the literature [see, for example, Klein 
et aL, Proc. Natl. Acad. Sci. , 93:7108-71 13 (1996); U.S. Patent No. 5,536,637)]. The results of such efforts, 
particularly those focused on identifying molecules having identity and/or similarity with testican are of interest 

5 

70. PRQ733 

T1/ST2 is a receptor-like molecule homologous to the type I interleukin- 1 receptor, believed to be 
involved in cell signaling. The T1/ST2 receptor and/or putative ligands are further described in Gayle, et al., 
J. Bioh Chem ., 27 1(10): 5784-5789 (1996), Kumar, et ^//IJ^-Qiem:, 270(46): 27905-27913 (1995), and 
10 Mitcham, etal., J. Biol. Chem ,, 271(10):5777-5783 (1996). These proteins, and proteins related thereto are 
of interest; .:. 

More generally all membrane-bound proteins and receptors are of interest since they can play an 
important role in the formation, differentiation and maintenance of multicellular organisms. The fate of many 
individual cells, e:g.y proliferation, migration, differentiation, or interaction with other cells, is typically 

15 governed by information received from other cells and/or the immediate environment: This information is often 
transmitted by secreted polypeptides (for instanceY mitbgente^ factors, cytotoxic factors, 

differentiation factors, neuropeptides, and hormones) which are, in turn- received and interpreted by diverse cell 
receptors or membrane-bound proteins; Such membrane-bound proteins and cell receptors include, but are not 
limited to, cytokine receptors, receptor kinases, receptor phosphatases, receptors involved in cell-cell 

20 interactions, and cellular adhesin molecules like selectins and integrins. For instance, transduction of signals 
that regulate cell growth and differentiation is regulated in parr by phosphorylation of various cellular proteins. 
Protein tyrosine kinases, enzymes that catalyze that process, can also act as growth factor receptors. Examples 
include fibroblast growth factor receptor and nerve growth factor receptor. 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 

25 pharmaceutical and diagnoiticagents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-Iigand interaction. The membrane-bbuhd proteins can also be employed for screening 
of potential peptide or small molecule inhibitors of the relevant receptor/1 igand interaction. 

Efforts are being undertaken by both industry and academia to identify new, native receptor proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 

30 sequences for novel receptor proteins. The results of such efforts are provided herein. 

71. PRQ162 

Pancreatitis-associated protein (PAP) is a secretory protein that-is overexpressed by the pancreas during 
acute pancreatitis. Serum PAP concentrations have been shown to be abnormally high in patients with acute 
35 pancreatitis. Pezzilli et al. /Am. J. Gastroenterol '. . 92nov l««7:i«Qfr (ioo7) 

PAP is synthesized by the pancreas due to pancreatic inflammation and has been shown to be a good 
serum marker for injury- of the pancreas. In addition, serum PAP levels appear to strongly correlate with 
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creatinine clearance measurements. In patients with a pancreas-kidney transplantation, PAP may prove to be 
a useful biological and histological marker of pancreatic graft rejection. Van der Pijl et al., Transplantation . 
63(7):995-1003 (1997). Further, PAP has been shown to be useful in screening neonates for cystic fibrosis. 
In fact, PAP may discriminate cystic fibrosis neonates with better specificity than .he current imraunoreactive 
trypsis assay. Iovanna et al., C. R. Acad Ar-i in 317(6):56I-564. 

Secreted proteins such as PAP have various industrial applications, including pharmaceuticals, 
diagnostics, biosensors and bioreactors. Most protein drugs available at present, such as thrombolytic agents, 
interferons, interleukins, erythropoietins, colony stimulating factors, and various other cytokines, are secretory 
proteins. Their receptors, which are membrane proteins, also have potential as therapeutic or diagnostic agents. 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. Examples of screening methods and techniques are described in the 
literature [see, for example, Klein et al., Proc. Natl. Anari Sri -c».7in«..-n m (1996) . us Patem No 
5,536,637)]. The results of such efforts are presented herein. 

15 72. PRQ788 

Antineoplastic urinary protein (ANUP) was identified as the major protein present in a fraction of 
human urine which exhibits antiproliferative activity against human tumor cell lines without affecting the growth 
of several normal diploid cell lines or tumor cells of mouse or hamster origin. Sloane et al., Biochem. J 
234(2):355-362 (1986). 

ANUP is a unique cytokine that has been found in human granulocytes. The N-terminal amino acid 
sequence has been shown to be unique. A synthetic peptide corresponding to the first nine residues, with Cys 
at positions 4 and 7, was found to be an anti-tumor agent in vitro. Ridge and Sloane, Cytokine . 8(1): 1-5 (1996). 

Secreted proteins such as ANUP have various industrial applications, including pharmaceuticals, 
diagnostics, biosensors and bioreactors. Most protein drugs available at present, such as thrombolytic agents, 
interferons, interleukins, erythropoietins, colony stimulating factors, and various other cytokines, are secretory 
proteins. Their receptors, which are membrane proteins, also have potential as therapeutic or diagnostic agents. 
Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. Many 
efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences 
for novel secreted proteins. Examples of screening methods and techniques are described in the literature [see, 
for example, Klein et al., Proc. Natl. Acad. Sri ,93:7108-7113 (1996); U.S. Patent No. 5,536,637)]. 

73. PRO10Q8 

Dickkopf- 1 (dkk- 1 ) is a member of a family of secreted proteins and functions in head induction. Dkk- 1 
is an inducer of Spemann organizer in amphibian embryos. Glinka, et al., Nature . 391(6665):357-362 (1998). 
Dkk-1 is a potent antagonist of Wnt signalling, suggesting that dkk genes encode a family of secreted Wnt 
inhibitors. Thus, dkk-1 family members and related molecules are of interest. 
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More generally, all extracellular proteins are of interest since they can play an important role in the 
formation, differentiation and maintenance of multicellular organisms. The fate of many individual cells, e.g., 
proliferation, migration, differentiation, or interaction with other cells, is typically governed by information 
received from other cells and/or the immediate environment. This information is often transmitted by secreted 
polypeptides (for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation factors, 
5 neuropeptides, and hormones) which are, in turn, received and interpreted by diverse cell receptors or 
membrane-bound proteins. These secreted polypeptides or signaling molecules normally pass through the 
cellular secretory pathway to reach their site of action in the extracellular environment. 

Secreted proteins have various industrial applications, including pharmaceuticals, diagnostics, biosensors 
and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons, interleukins, 
10 erythropoietins, colony stimulating factors, and various other cytokines, are secretory proteins. Their receptors, 
which are membrane proteins, also have potential as therapeutic or diagnostic agents. 

Efforts are being undertaken by both industry and academia to identify new,, native secreted proteins, 
particularly those related to dkkrl . Many.efforts are focused on the screening of mammalian recombinant DNA 
libraries to identify the coding sequences for novel secreted proteins. Examples of screening methods and 
15 techniques are described in the literature [see, for example, Klein etaL, Proc. Natl. Acad. Sci. . 93:7108-7113 
(1996); U.S. Patent No. 5,536,637)}. The results of such efforts to identify molecules related to dkk-1 are 
provided herein: 



74. PRO1012 

20 Protein disulfide isomerase is an enzymatic protein which is involved in the promotion of correct 

refolding of proteins through the establishment of correct disulfide bond formation. Protein disulfide isomerase 
was initially identified based upon its ability to catalyze the renaturation of reduced denatured RNAse 
(Goldberger et al., J; Biol. Ghem . 239:1406-1410 (1964) and Epstein etaL, Cold Spring Harbor Svmp. Quant. 
Biol. 28:439-449 (1963)). Protein disulfide isomerase has been shown to be a resident enzyme of the 

25 endoplasmic reticulum which is retained in the endoplasmic reticulum via a -KDEL or -HDEL amino acid 
sequence at its C-terminus. Protein disulfide isomerase and related proteins are further described in Laboissiere, 
et aL, J. BioL Chem .. 270(47:28006-28009 (1995); Jeenes, et al., Gene . 193(2):151-156 (1997; Koivunen, et 
aL, Genomics, 42(3):397-404 (1997); and Desilva, et aL, DNA Cell Biol .. 15(1):9-16 (1996). These studies 
indicate the importance of the identification of protein disulfide related proteins. 

30 More generally, the identification of all extracellular and membrane-bound proteins is of interest since 

they play important roles in the formation, differentiation and maintenance of multicellular organisms. The fate 
of many individual cells, e.g., proliferation, migration, differentiation, or interaction with other cells, is typically 
governed by information received from other ceils and/or the immediate environment. This information is often 
transmitted by secreted polypeptides (for instance, mitogenic factors, survival factors, cytotoxic factors, 

35 differentiation factors, neuropeptides, and hormones) which are, in turn, received and interpreted by diverse cell 
receptors or membrane-bound proteins. These secreted polypeptides or signaling molecules normally pass 
through the cellular secretory pathway to reach their site of action in the extracellular environment, usually at 
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a membrane-bound receptor protein. 

Secreted proteins have various industrial applications, including use as pharmaceuticals, diagnostics, 
biosensors and bioreacors. In fact, most protein drugs available at present, such as thrombolytic agents, 
interferons, interleuk.ns, erythropoietins, colony stimulating factors, and various other cytokines, are secretory 
proteins. Their receptors, which are membrane-bound proteins, also have potential as therapeutic or diagnostic 
5 agents. Receptor immunoadhesins, for instance, can be employed as therapeutic agents to block receptor-Iigand 
interaction. Membrane-bound proteins can also be employed for screening of potential peptide or small molecule 
inhibitors of the relevant receptor/ligand interaction. Such membrane-bound proteins and cell receptors include, 
but are not limited to, cytokine receptors, receptor kinases, receptor phosphatases, receptors involved in cell-cell 
interactions, and cellular adhesin molecules like selectins and integrins. Transduction of signals that regulate 
10 cell growth and differentiation is regulated in part by phosphorylation of various cellular proteins. Protein 
tyrosine kinases, enzymes that catalyze that process, can also act as growth factor receptors. Examples include 
fibroblast growth factor receptor and nerve growth factor receptor. 

Of particular interest are cellular proteins having endoplasmic reticulum (ER) retention signals. These 
proteins are retained in the cell and function closely with endoplasmic reticulum in protein production. Such 
15 proteins have been described previously, i.e., see Shorrosh and Dixon, Plant J .: 2(l):51-58 (1992). 

Efforts are being undertaken by both industry and academia to identify new, native seeded and 
membrane-bound receptor proteins, and in particular, cellular proteins having ER retension signals. Many 
efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences 
for novel secreted and membrane-bound receptor proteins. Examples of screening methods and techniques are 
20 described in the literature [see, for example, Klein et al., Proc. Natl A^ri Sri 93:7108-71 13 (1996); U.S. 
Patent No. 5,536,637)]. The results of such efforts, particularly the identification of novel polypeptides and 
nucleic acids encoding the same, which have sequence identity and similarity to protein disulfide isomerase are 
presented herein. 

25 75. PRO1014 

Oxygen free radicals and antioxidants appear to play an important role in the central nervous system 
after cerebral ischemia and reperfusion. Moreover, cardiac injury, related to ischaemia and reperfusion has been 
reported to be caused by the action of free radicals. Additionally, studies have reported that the redox state of 
the cell is a pivotal determinant of the fate of the cells. Furthermore, reactive oxygen species have been reported 

30 to be cytotoxic, causing inflammatory disease, including tissue necrosis, organ failure, atherosclerosis, infertility, 
birth defects, premature aging, mutations and malignancy. Thus, the control of oxidation and reduction is 
important for a number of reasons including for control and prevention of strokes, heart attacks, oxidative stress 
and hypertension. In this regard, reductases, and particularly, oxidoreductases, are of interest. Publications 
further describing this subject matter include Kelsey, et al., Br^LCancer, 76(7):852-4 (1997); Friedrich and 

35 Weiss, J. Theor. Biol .. 187(4):529-40 (1997) and Pieulle, et al., J. Bacteriol. . 179(18):5684-92 (1997). 

In addition to reductases in particular, novel polypeptides are generally of interest. Extracellular 
proteins play an important role in the formation, differentiation and maintenance of multicellular organisms. The 
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fate of many individual cells, e.g., proliferation, migration, differentiation, or interaction with other cells, is 
typically governed by information received from other cells and/or the immediate environment. This information 
is often transmitted by secreted polypeptides (for instance, mitogenic factors, survival factors, cytotoxic factors, 
differentiation factors, neuropeptides, and hormones) which are, in turn, received and interpreted by diverse cell 
receptors or membrane-bound proteins. These secreted polypeptides or signaling molecules normally pass 
5 through the cellular secretory pathway to reach their site of action in the extracellular environment. 

Secreted proteins have various industrial applications; including pharmaceuticals, diagnostics, biosensors 
and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons, interleukins, 
erythropoietins, colony stimulating factors, and various other cytokines, are secretory proteins. Their receptors, 
which are membrane proteins, also have potential as therapeutic of diagnostic agents. Efforts are being 

10 undertaken by both industry and academia to identify hew, native secreted proteins. Many efforts are focused 
on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel secreted 
proteins. Examples of screening methods and techniques are described in the literature [see, for example, Klein 
et a!., Proc. Natl. Acad; Sci: . 93:7108-71 13 (1996); U.S. Patent Ncf. 5,536,637)]. The results- of such efforts, 
particularly those identifying polypeptides having sequence identity with reductases, and the nucleic acids 

15 encoding the same, are presented hereinv : -- : v 

76. PRO1017 - ■ • 

Enzymaticr proteins play important roles Tr* the chemical reactions involved in the digestion of foods, 
the biosynthesis of macromolecules, the controlled release and utilization of chemical energy, and other processes 

20 necessary to sustain life; Sulfotransferases are enzymes which transfer sulfate from a sulfate donor to acceptor 
substrates, particularly those containing terminal giucbronic acid. The HNK-1 carbohydrate epitope is expressed 
on several neural adhesion glycoproteins and a glycolipid,' arid is involved in cell interactions. The 
glucuronyltransferase and sulfotransferase are considered to be the key enzymes in the biosynthesis of this 
epitope because the rest of the structure occurs often in glycoconjugates. HNK-1 sulfotransfererase is further 

25 described in Bakker, H., et at., J. Biol. Chem .. 272(47): 29942-29946 (1997). 

In addition to HNK-I sulfotransfererase, and hovel proteinsftelated thereto, all novel proteins are of 
interest. Extracellular and membrane-bound proteins play important roles in the formation, differentiation and 
maintenance of multicellular organisms. The fate of many individual cells, e.g;; proliferation, migration, 
differentiation, or interaction with other cells, is typically governed by information received from other cells 

30 and/or the immediate environment. This information is often transmitted by secreted polypeptides (for instance, 
mitogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and hormones) which 
are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. These secreted 
polypeptides or signaling molecules normally pass through the cellular secretory pathway to reach their site of 
action in the extracellular environment, usually at a membrane-bound receptor protein. 

35 Secreted proteins have various industrial applications, including use as pharmaceuticals, diagnostics, 

biosensors and bioreactors. In fact, most protein drugs available at present, such as thrombolytic agents, 
interferons, interleukins, erythropoietins, colony stimulating factors, and various other cytokines, are secretory 
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protcns. Their receptors, which are membrane-bound proteins, also have potential as therapeutic or diasnost.c 
agents. Receptor immunoadhesins, for instance, can be employed as therapeutic agents to block receptor-. i e and 
mteraction. Membrane-bound proteins can also be emp.oyed for screening of potential peptide or small molecule 
■ntubuors of the Levant receptor/ligand interaction. Such membrane-bound proteins and cell receptors include 
but are not limited to, cytokine receptors, receptor kinases, receptor phosphatases, receptors involved i„ cell-cell 
■nteracnons. and cellular adhesin molecules like selectins and integrins. Transduction of signals that rebate 
cell growth and differentiation is regulated in pan by phosphorylation of various cellular proteins Protein 
tyrosine kinases, enzymes that catalyze that process, can a.so act as growth factor receptors. Examples include 
fibroblast growth factor receptor and nerve growth factor receptor. 

Efforts are being undertaken by both industry and academia to identify new, native secreted and 
membrane-bound receptor proteins, particularly those having sequence identity with HNK-1 sulfotransferase 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted and membrane-bound receptor proteins. Examples of screening methods and 
techmques are described in the literature [see, for example, Klein et al.. Proc. Natl. AraH 93:7108-71 13 
(1996); U.S. Patent No. 5,536,637)]. The results of such efforts are provided herein. 



77. PRQ474 



30 



35 



Enzymatic proteins play important roles in the chemical reactions involved in the digestion of foods 
the biosynthesis of macromolecules, the controlled release and utilization of chemical energy, and other processes 
necessary to sustain life. Glucose dehydrogenase functions in the oxidation of glucose to gluconate to generate 
metabolica.lv useful energy. The regulation of the PQQ-linked glucose dehydrogenase in different organisms 
is rev.ewed in Neijssel, et al., Antonie Van l^nwenhoek, 56(1):51-61 (1989). Glucose dehydrogenase 
functions as an auxiliary energy generating mechanism, because it is maximally synthesized under conditions 
of energy stress. In addition to molecules related to glucose dehydrogenase, all novel proteins are of interest. 
Extracellular and membrane-bound proteins play important roles in the formation, different.ation and 
maintenance of multicellular organisms. The fate of many individual cells, e.g., proliferation, mixtion 
d,fferemiat.on, or interaction with other cells, is typically governed by information received from other cells 
and/or the immediate environment. This information is often transmitted by secreted polypeptides (for instance 
mitogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and hormones) which 
are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. These secreted 
polypeptides or signaling molecules normally pass through the cellular secretory pathway to reach their site of 
action in the extracellular environment, usually at a membrane-bound receptor protein. 

Secreted proteins have various industrial applications, including use as pharmaceuticals, diaenostics, 
biosensors and bioreactors. In fact, most protein drugs available at present, such as thrombolytic agents, 
interferons, interleukins, erythropoietins, colony stimulating factors, and various other cytokines, are secretory 
proteins. Their receptors, which are membrane-bound proteins, also have potential as therapeutic or diagnostic 
agents. Receptor immunoadhesins, for instance, can be employed as therapeutic agents to block receptor-ligand 
interaction. Membrane-bound proteins can also be employed for screening of potential peptide or small molecule 
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inhibitors of the relevant receptor/1 igand interaction. Such membrane-bound proteins and cell receptors include, 
but are not limited to, cytokine receptors, receptor kinases, receptor phosphatases, receptors involved in cell-cell 
interactions, and cellular adhesin molecules like selectins and integrins. Transduction of signals that regulate 
cell growth and differentiation is regulated in part by phosphorylation of various cellular proteins. Protein 
tyrosine kinases, enzymes that catalyze that process, can also act as growth factor receptors. Examples include 
5 fibroblast growth factor receptor and nerve growth factor receptor. 

Efforts are being undertaken by both industry and academia to identify new, native secreted and 
membrane-bound receptor proteins, and particularly cellular proteins and those, related to dehydrogenase or 
oxidoreductase. Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify 
the coding sequences for novel secreted and membrane-bound receptor proteins. Examples of screening methods 
10 and techniques are described in the literature [see, for example, Klein et al.. Proc. Natl. Acad. Sci 93:7108- 
7113 (1996); U.S. Patent No.. 5,536,637)]. The results of such efforts, are presented herein. 

78. PRO1031 

It has been reported that the cytokine interleukin 17 (IL-17) stimulates epithelial, endothelial, and 
15 fibroblastic cells to secrete cytokines such as IL-6, IL-8, and granulocyte-colony-stimulating factor, as well as 
prostaglandin E2. Moreover, it has been shown that when cultured in the presence of IL-17, fibroblasts could 
sustain proliferation of CD34+ preferential maturation into neutrophils. Thus it has been suggested that IL-17 
constitutes an early initiator of the X cell -dependent inflammatory reaction and/or an element of the cytokine 
network that.bridges the immune system to hematopoiesis. See, Yao, et al., J. Immunol .. 155(12):5483-5486 
20 (1995); Fossiez, et al,, J, Exp. Med.,. 183(6): 2593-2603 (1996); Kennedy, et al., J. Interferon Cytokine Res . 
16(8):61 1-617 (1996). Thus, proteins related to IL-17 are of interest. 

More generally, all novel proteins are of interest. Extracellular proteins play an important role in the 
formation, differentiation and maintenance of multicellular organisms. The fate of many individual cells, e.g. , 
proliferation, migration, differentiation, .or interaction with other cells, is typically governed by information 
25 received from other cells and/or the immediate environment. This information is often transmitted by secreted 
polypeptides (for instance, mitogenic, factors, survival factors, cytotoxic factors, differentiation factors, 
neuropeptides, and hormones) which are, in turn, received and interpreted by diverse cell receptors or 
membrane-bound proteins. These secreted polypeptides or signaling molecules normally pass through the 
cellular secretory pathway to reach their site of action in the extracellular environment. 
30 Secreted proteins have various industrial applications, including pharmaceuticals, diagnostics, biosensors 

and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons, interleukins, 
erythropoietins, colony stimulating factors, and various other cytokines, are secretory proteins. Their receptors, 
which are membrane proteins, also have potential as therapeutic or diagnostic agents. 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins, 
35 particularly those related to IL-1 7. Many efforts are focused on the screening of mammalian recombinant DNA 
libraries to identify the coding sequences for novel secreted proteins. Examples of screening methods and 
techniques are described in the literature [see, for example, Klein et al., Proc. Natl. Acad. Sci. . 93:7108-71 13 

45 



BNSOOCID: <WO 0O53756A2_l_> 



WO 00/53756 



PCT/USOO/04341 



(1996); U.S. Patent No. 5,536,637)]. The results of such efforts are presented herein. 
79. PRQ938 

Protein disulfide isomerase is an enzymatic protein which is involved in the promotion of correct 
refolding of proteins through the establishment of correct disulfide bond formation. Protein disulfide isomerase 
5 was initially identified based upon its ability to catalyze the renaturation of reduced denatured RNAse 
(Goldberger et al., J- Biol. Chem . 219:1406-1410 (1964) and Epstein et al.. Cold Snrin, H„rhor Svmn . n.™, 
BioJ. 28:439-449 (1963)). Protein disulfide isomerase has been shown to be a resident enzyme of the 
endoplasmic reticulum which is retained in the endoplasmic reticulum via a -KDEL or -HDEL amino acid 
sequence at its C-terminus. Protein disulfide isomerase and related proteins are further described in Laboissiere. 
10 et al., J. Biol. Chem ., 270(471: 28006-28009 (1995); Jeenes, et al., Gene, 19312): 15 1-156 (1997); Koivunen 
et al., Genomics, 42£3j:397-404 (1997); Desilva, et al., DNA Cell Biol., 15£D:9-16 (1996); Freedman, et al. 
Trends in Biochem Sri lg :33 1-336 (1994); Bulleid, N.J. MmmiMProLCher^ 44:125-50 (1993); and 
Noiva, R„ Prot. Exp. and Purification 5:1-13 (1994). These studies indicate the importance ofthe identification 
of protein disulfide related proteins. 

15 More generally, and also of interest are all novel membrane-bound proteins and receptors. Such 

proteins can play an important role in the formation, differentiation and maintenance of multicellular organisms. 
The fate of many individual cells, e.g., proliferation, migration, differentiation, or interaction with other cells, 
is typically governed by information received from other cells and/or the immediate environment. This 
information is often transmitted by secreted polypeptides (for instance, mitogenic factors, survival factors, 
20 cytotoxic factors, differentiation factors, neuropeptides, and hormones) which are, in turn, received and 
interpreted by diverse cell receptors or membrane-bound proteins. Such membrane-bound proteins and cell 
receptors include, but are not limited to, cytokine receptors, receptor kinases, receptor phosphatases, receptors 
involved in cell-cell interactions, and cellular adhesin molecules like selectins and integrins. For instance, 
transduction of signals that regulate cell growth and differentiation is regulated in part by phosphorylation of 
25 various cellular proteins. Protein tyrosine kinases, enzymes that catalyze that process, can also act as growth 
factor receptors. Examples include fibroblast growth factor receptor and nerve growth factor receptor. 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 
30 of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. 

Given the importance of membrane bound proteins, efforts are under way to identity novel membrane 
bound proteins. Moreover, given the importance ofdisulf.de bond-forming enzymes and their potential uses in 
a number of different applications, for example in increasing the yield of correct refolding of recombinantly 
produced proteins, efforts are currently being undertaken by both industry and academia to identify new, native 
35 proteins having sequence identity with protein disulfide isomerase. Many of these efforts are focused on the 
screening of mammalian recombinant DNA libraries to identify the coding sequences for novel protein disulfide 
isomerase homologs. 
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We herein describe the identification and characterization of a novel polypeptide having homology to 
protein disulfide isomerase. 

80. PRO1082 

The low density lipoprotein (LDL) receptor is a membrane-bound protein that plays a key role in 
5 cholesterol homeostasis, mediating cellular uptake of lipoprotein particles by high affinity binding to its Iigands, 
apolipoprotein (apo) B-100 and apoE. The ligand-binding domain of the LDL receptor contains 7 cysteine-rich 
repeats of approximately 40 amino acids, wherein each repeat contains 6 cysteines, which form 3 intra-repeat 
disulfide bonds. These unique structural features provide the LDL receptor with its ability to specifically interact 
with apo B- 100 and apoE, thereby allowing for transport of these lipoprotein particles across cellular membranes 
10 and metabolism of their components. Soluble fragments containinglme extracellular domain of the LDL receptor 
have been shown to retain the ability to interact with its specific lipoprotein Iigands (Simmons et al., J. Biol. 
Chenv 272:25531-25536 (1997)). LDL receptors are further described in Javitt, FASEB J .. 9(13): 1378-1381 
(1995) and Herz and Willnow, Ann. NY Acad. Sci., 737: 14-19 (1994). Thus, proteins having sequence identity 
with LDL receptors are of interest. 
15 More generally, all membrane-bound proteins and receptors can play an important role in the formation, 

differentiation and maintenance of multicellular organisms. The fate of many individual cells, e.g . , proliferation, 
migration, differentiation, or interaction with other cells, is typically governed by information received from 
other cells and/or the immediate environment. This information is often transmitted by secreted polypeptides 
(for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and 
20 hormones) which are, in rum, received and interpreted by diverse ceil receptors or membrane-bound proteins. 
Such membrane-bound proteins and cell receptors include, but are not limited to, cytokine receptors, receptor 
kinases, receptor phosphatases, receptors involved in cell-cell interactions, and cellular adhesin molecules like 
selectins and integrins. For instance, transduction of signals that regulate cell growth and differentiation is 
regulated in part by phosphorylation of various cellular proteins. Protein tyrosine kinase's, enzymes that catalyze 
25 that process, can also act as growth factor receptors. Examples include fibroblast growth factor receptor and 
nerve growth factor receptor: Of particular interest are membrane bound proteins that have type II 
transmembrane domains. 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
30 agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 
of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. 

Efforts are thus being undertaken by both industry and academia to identify new, native proteins, 
particularly membrane bound proteins including type II transmembrane bound proteins. Many efforts are 
focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel 
35 receptor proteins. The results of such efforts are provided herein. 
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81. PRO1083 

Of particular interest are membrane bound proteins that belong to the seven transmembrane (7TM) 
receptor superfamily. Examples of these receptors include G-protein coupled receptors such as ion receptors. 
Another example of a 7TM receptor superfamily member is described in Osterhoff, et al., DNA Cell Biol .. 
I6(4):379-389 (1997). 

5 Membrane-bound proteins and receptor molecules have various industrial applications, including as 

pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 
of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. 

Efforts are being undertaken by both industry and academia to identify new, native receptor proteins. 
10 Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel receptor proteins. The results of such efforts are presented herein. 

82. PRO200 

Polypeptides involved in survival, proliferation and/or differentiation of cells are of interest. 
15 Polypeptides known to be involved in the survival, proliferation and/or differentiation of cells include VEGF 
and members of the bone morphogenetic protein family. Therefore, novel polypeptides which are related to 
either VEGF or the bone morphogenetic protein are of interest. 

The heparin-binding endothelial cell-growth factor, VEGF, was identified and purified from media 
conditioned by bovine pituitary follicular or folliculo-stellate cells over several years ago. See Ferrara et al., 
20 Biophys. Res: Comm. 161, 851 (1989). VEGF is a naturally occurring compound that is produced in follicular 
or folliculo-stellate cells (FC), a morphologically well characterized population of granular cells. The FC are 
stellate cells that send cytoplasmic processes between secretory cells. 

VEGF is expressed in a variety of tissues as multiple homodimeric forms ( 1 2 1 , 1 65, 1 89 and 206 amino 
acids per monomer) resulting from alternative RNA splicing. VEGF m is a soluble mitogen that does not bind 
25 heparin; the longer forms of VEGF bind heparin with progressively higher affinity. The heparin-binding forms 
of VEGF can be cleaved in the carboxy terminus by plasmin to release (a) diffusible form(s) of VEGF. Amino 
acid sequencing of the carboxy terminal peptide identified after plasmin cleavage is Arg ll0 -Ala m . Amino 
terminal "core" protein, VEGF(1-1 10) isolated as a homodimer, binds neutralizing monoclonal antibodies (4.6. 1 
and 2E3) and soluble forms of FMS-like tyrosine kinase (FLT-1), kinase domain region (KDR) and fetal liver 
30 kinase (FLK) receptors with similar affinity compared to the intact VEGF, 65 homodimer. 

As noted, VEGF contains two domains that are responsible respectively for binding to the KDR and 
FLT-1 receptors. These receptors exist only on endothelial (vascular) cells. As cells become depleted in 
oxygen, because of trauma and the like, VEGF production increases in such cells which then bind to the 
respective receptors in order to signal ultimate biological effect. The signal then increases vascular permeability 
35 and the cells divide and expand to form new vascular pathways - vasculogenesis and angiogenesis. 

Thus, VEGF is useful for treating conditions in which a selected action on the vascular endothelial cells, 
in the absence of excessive tissue growth, is important, for example, diabetic ulcers and vascular injuries 
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resulting from trauma such as subcutaneous wounds. Being a vascular (artery and venus) endothelial cell growth 
factor, VEGF restores cells that are damaged, a process referred to as vasculogenesis, and stimulates the 
formulation of new vessels, a process referred to as angiogenesis. 

VEGF would also find use in the restoration of vasculature after a myocardial infarct, as well as other 
uses that can be deduced. In this regard, inhibitors of VEGF are sometimes desirable, particularly to mitigate 
5 processes such as angiogenesis and vasculogenesis in cancerous cells. 

Regarding the bone morphogenetic protein family, members of this family have been reported as being 
involved in the differentiation of cartilage and the promotion of vascularization and osteoinduction in preformed 
hydroxyapatite. Zou, et al., Genes Dev. (U.S.), 11(17):2191 (1997); Levine, et al.. Ann. Plast. s»r ? 
39(2): 158 (1997). A number of related bone morphogenetic proteins have been identified, all members of the 
10 bone morphogenetic protein (BMP) family. Bone morphogenetic native and mutant proteins, nucleic acids 
encoding therefor, related compounds including receptors, host cells and uses are further described in at least: 
U.S. Patent Nos. 5,670,338; 5,454,419; 5,661,007; 5,637,480; 5,631,142; 5,166,058; 5,620,867; 5,543,394; 
4,877,864; 5,013,649; 55,106,748; and 5,399,677. Of particular interest are proteins having homology with 
bone morphogenetic protein 1, a procollagen C-proteinase that plays key roles in regulating matrix deposition. 

The present invention is predicated upon research intended to identify novel polypeptides which are 
related to VEGF and the BMP family, and in particular, polypeptides which have a role in the survival, 
proliferation and/or differentiation of cells. While the novel polypeptides are not expected to have biological 
activity identical to the known polypeptides to which they have homology, the known polypeptide biological 
activities can be used to determine the relative biological activities of the novel polypeptides. In particular, the 
novel polypeptides described herein can be used in assays which are intended to determine the ability of a 
polypeptide to induce survival, proliferation or differentiation of cells. In turn, the results of these assays can 
be used accordingly, for diagnostic and therapeutic purposes. The results of such research is the subject of the 
present invention. 

25 83. PRQ285 and PRQ286 

The cloning of the Toll gene of Drosophila, a maternal effect gene that plays a central role in the 
establishment of the embryonic dorsal -ventral pattern, has been reported by Hashimoto et al. , Cell 52, 269-279 
(1988). The Drosophila Toll gene encodes an integral membrane protein with an extracytoplasmic domain of 
803 amino acids and a cytoplasmic domain of 269 amino acids. The extracytoplasmic domain has a potential 
30 membrane-spanning segment, and contains multiple copies of a leucine-rich segment, a structural motif found 
in many transmembrane proteins. The Toll protein controls dorsal-ventral patterning in Drosophila embryos 
and activates the transcription factor Dorsal upon binding to its ligand Spatzle. (Morisato and Anderson, QeU 
76, 677-688 (1994).) In adult Drosophila, the Toll/Dorsal signaling pathway participates in the anti-fungal 
immune response. (Lenaitre et al., Cgjl 86, 973-983 (1996).) 

A human homologue of the Drosophila Toll protein has been described by Medzhitov et al . , Nature 388 . 
394-397 (1997). This human Toll, just as Drosophila Toll, is a type I transmembrane protein, with an 
extracellular domain consisting of 21 tandemly repeated leucine-rich motifs (leucine-rich region - LRR). 

49 



20 



35 



BNSDOCID: <WO_00537S6A2J_> 



WO 00/53756 



PCT/US00/04341 



separated by a non-LRR region, and a cytoplasmic domain homologous to the cytoplasmic domain of the human 
interleukin-1 (IL-1 ) receptor. A constitutively active mutant of the human Toll transacted into human cell lines 
was shown to be able to induce the activation of NF-kB and the expression of NF-xB-controlIed genes for the 
inflammatory cytokines IL-1, IL-6 and IL-8. as well as the expression of the constimulatory molecule B7. 1 , 
which is required for the activation of native T cells. It has been suggested that Toll functions in vertebrates as 
5 a non-cional receptor of the immune system, which can induce signals for activating both an innate and an 
adaptive immune response in vertebrates. The human Toll gene reported by Medzhitov et al. , supra was most 
strongly expressed in spleen and peripheral blood leukocytes (PBL), and the authors suggested that its expression 
in other tissues may be due to the presence of macrophages and dendritic cells, in which it could act as an early- 
warning system for infection. The public GenBank database contains the following Toll sequences: Toll 1 
10 (DNAX# HSU88540-1, which is identical with the random sequenced full-length cDNA #HUMRSC786-1); 
ToI12 (DNAX# HSU88878-1); ToI13 (DNAX# HSU88879-1), : and Toll4 (DNAX# HSU88880-1, which is 
identical with the DN A sequence reported by Medzhitov et al.J supra). A partial Toll sequence (Toll5) is 
available from GenBank under DNAX# HSU88881-1. 

Further human homologues of the Drosophila Toll protein,designated as Toll-like receptors (huTLRs 1 - 
15 5) were recently cloned and shown to mirror the topographic structure of the Drosophila counterpart (Rock et 
a/., Proc. Natl. Acad. Sci. USA 95, 588-593 ri998]). Overexpression of a constitutively active mutant of one 
human TLR (Toll-protein homologue - Medzhitov et al., supra- TLR4 - Rock et al., supra) leads to the 
activation of NF-kB and induction of the inflammatory cytokines and constimulatory molecules. Medzhitov et 
al., supra. 
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84. PRQ213-1. PRQ1330 and PRQ1449 

Cancer is characterized by the increase in the number of abnormal, or neoplastic, cells derived from 
a normal tissue which proliferate to form a tumor mass, the invasion of adjacent tissues by these neoplastic rumor 
cells, and the generation of malignant cells which eventually spread via the blood or lymphatic system to regional 
lymph nodes and to distant sites (metastasis). In a cancerous state a cell proliferates under conditions in which 
normal cells would not grow. Cancer manifests itself in a wide variety of forms, characterized by different 
degrees of invasiveness and aggressiveness. 

Alteration of gene expression is intimately related to the uncontrolled cell growth and de-differentiation 
which are a common feature of all cancers. The genomes of certain well studied tumors have been found to 
show decreased expression of recessive genes, usually referred to as tumor suppression genes, which would 
normally function to prevent malignant cell growth, and/or overexpression of certain dominant genes, such as 
oncogenes, that act to promote malignant growth. Each of these genetic changes appears to be responsible for 
importing some of the traits that, in aggregate, represent the full neoplastic phenotype (Hunter, Cell 64. 1 129 
T1991]; Bishop, Cell 64, 235-248 [1991]). 

A well known mechanism of gene (e.g. oncogene) overexpression in cancer cells is gene amplification. 
This is a process where in the chromosome of the ancestral cell multiple copies of a particular gene are 
produced. The process involves unscheduled replication of the region of chromosome comprising the gene, 
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followed by recombination of the replicated segments back into the chromosome (Alitalo et ah, Adv. Cancer 
Res. 47, 235-281 T1986]). It is believed that the overexpression of the gene parallels gene amplification, i.e. 
is proportionate to the number of copies made. 

Proto-oncogenes that encode growth factors and growth factor receptors have been identified to play 
important roles in the pathogenesis of various human malignancies, including breast cancer. For example, it has 
5 been found that the human ErbB2 gene (erbB2, also known as her2, or c-erbB-2), which encodes a 185-kd 
transmembrane glycoprotein receptor (pl85HER2; HER2) related to the epidermal growth factor receptor 
(EGFR), is overexpressed in about 25% to 30% of human breast cancer (Slamon et al., Science 235:177-182 
[1987]; Slamon et al., Science 244:707-712 [1989]). 

It has been reported that gene amplification of a protooncogene is an event typically involved in the 
10 more malignant forms of cancer, and could act as a predictor of clinical outcome (Schwab et al., Genes 
Chromosomes Cancer 1, 181-193 [1990]; Alitalo et al., supra). Thus, erbB2 overexpression is commonly 
regarded as a predictor of a poor prognosis, especially in patients with primary disease that involves axillary 
lymph nodes (Slamon et al., [1987] and [1989], supra; Ravdin and Chamness, Gene 159:19-27 [1995]; and 
Hynes and Stern, Biochem Biophys Acta 1198: 165-184 [1994]), and has been linked to sensitivity and/or 
15 resistance to hormone therapy and chemotherapeutic regimens, including CMF (cyclophosphamide, 
methotrexate, and fluoruracil) and anthracyclines (Baselga et al., Oncology 11 (3 Suppl I): 43-48 [1997]). 
However, despite the association of erbB2 overexpression with poor prognosis, the odds of HER2-positive 
patients responding clinically to treatment with taxanes were greater than three times those of HER2-negative 
patients (Ibid). A recombinant humanized anti-ErbB2 (anti-HER2) monoclonal antibody (a humanized version 
20 of the murine anti-ErbB2 antibody 4D5, referred to as rhuMAb HER2 or Herceptin 76) has been clinically 
active in patients with ErbB2-overexpressing metastatic breast cancers that had received extensive prior 
anticancer therapy. (Baselga et al., J. Clin. Oncol. 14:737-744 [1996]). 

The protein Notch and its homologues are key regulatory receptors in determining the cell fate in 
various development processes. The protein Notch-4, also known as int-3 oncogene, was originally identified 
25 as a frequent target in mouse mammary tumor virus (MMVS). Notch-4 is believed to be a transgene which 
affects the differentiation capacity of stem cells and leads to neoplastic proliferation in epithelial cells. Shirayoshi 
et al., Genes Cells 2(3): 213-224 (1997). During embryogenesis, the expression of Notch-4 was detected in 
endothelial cells of blood vessels forming tissues such as the dorsal aorta, intersegmental vessels, yolk sac 
vessels, cephalic vessels, heart, vessels in branchial arches, and capillary plexuses. Notch-4 expression in these 
30 tissues was also associated with flk-1 , the major regulatory gene of vasculogenesis and angiogenesis. Notch-4 
is also upregulated in vitro during the differentiation of endothelial stem cell. The endothelial cell specific 
expression pattern of Notch-4, as well as its structural similarity to Notch suggest that Notch-4 is an endothelial 
cell specific homologue of Notch and that it may play a role in vaculogenesis and angiogenesis. 

35 85. PRQ298 

Efforts are being undertaken by both industry and academia to identify new, native receptor proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
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sequences for novel receptor proteins. We herein describe the identification and characterization of novel 
transmembrane polypeptides, designated herein as PR0298 polypeptides. 

86. PRQ337 

Neuronal development in higher vertebrates is characterized by processes that must successfully navigate 
5 distinct cellular environment en route to their synaptic targets. The result is a functionally precise formation of 
neural circuits. The precision is believed to result form mechanisms that regulate growth cone pathfinding and 
target recognition, followed by latter refinement and remodeling of such projections by events that require 
neuronal activity, Goodman and Shatz, Cell/Neuron [Suppl.] 72(10): 77-98 (1993). It is further evident that 
different neurons extend nerve fibers that are biochemically distinct and rely on specific guidance cues provided 
10 by cell-cell, cell-matrix, and chemotrophic interactions to reach their appropriate synaptic targets, Goodman et 
al., supra. 

One particular means by which diversity of the neuronal cell surface may be generated is through 
differential expression of cell surface proteins referred to as cell adhesion molecules (CAMs). Neuronally 
expressed CAMs have been implicated in diverse developmental processes, including migration of neurons along 
15 radial glial cells, providing permissive or repulsive substrates for neurite extension, and in promoting the 
selective fasciculation of axons in projectional pathways. Jessel, Neuron 1:3-13 (1988); Edelman and Crossin, 
Annu. Rev. Biochem. 60: 155-190 (1991). Interactions between CAMs present on the growth cone membrane 
and molecules on opposing cell membranes or in the extracellular matrix are thought to provide the specific 
guidance cues that direct nerve fiber outgrowth along appropriate projectional pathways. Such interactions are 
20 likely to result in the activation of various second messenger systems within the growth cone that regulate neurite 
outgrowth. Doherty and Walsh, Curr. Opin Neurobiol. 2: 595-601 (1992). 

In higher vertebrates, most neural CAMs have been found to be members of three major structural 
families of proteins: the integrins, the cadherins, and the immunoglobulin gene superfamily (IgSF). Jessel, 
supra.; Takeichi, Annu. Rev. Biochem. 59: 237-252 (1990); Reichardt and Tomaselli, Annu. Rev. Neurosci. 
25 14: 531-570 (1991). Cell adhesion molecules of the IgSF (or Ig-CAMs), in particular, constitute a large family 
of proteins frequently implicated in neural cell interactions and nerve fiber outgrowth during development, Salzer 
and Colman, Dev. Neurosci. 11: 377-390 (1989); Briimmendorf and Rathjen, J. Neurochem. 61: 1207-1219 
(1993). However, the majority of mammalian Ig-CAMs appear to be too widely expressed to specify 
navigational pathways or synaptic targets suggesting that other CAMs, yet to be identified, have role in these 
30 more selective interactions of neurons. 

Many of the known neural Ig-CAMs have been found to be attached to the plasma membrane via a 
glycosylphosphatidylinositol (GPI) anchor. Additionally, many studies have implicated GPI-anchored proteins 
in providing specific guidance cues during the outgrowth on neurons in specific pathways. In studies of the 
grasshopper nervous system, treatment of embryos with phosphatidyl inositol-specific phopholipase C (PIPLC), 
35 which selectively removes GPI-anchored proteins from the surfaces of cells, resulted in misdirection and faulty 
navigation among subsets of pioneering growth cones, as well as inhibited migratory patterns of a subset of early 
neurons. Chang et al . , Devel. 114: 507-5 19(1 992). The projection of retinal fibers to the optic tectum appears 
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to depend, in pan, on a 33 kDa GPI-anchored protein, however, the precise nature of this protein is unknown. 
Stahl et ah, Neuron 5: 735-743 (1990). 

The expression of various GPI-anchored proteins has been characterized amongst the different 
populations of primary rat neurons amongst dorsal root ganglion, sympathetic neurons of the cervical ganglion, 
sympathetic neurons ofthe superior cervical ganglion, and cerebellar granule neurons. Rosen et al . , J . Cell Biol. 
5 117: 617-627 (1992). In contrast to the similar pattern of total membrane protein expression by these different 
types of neurons, striking differences were observed in the expression of GPI-anchored proteins between these 
neurons. Recently, a 65 kDa protein band known as neurotrimin was discovered and found to be differentially 
expressed by primary neurons (Rosen et ah, supra), and restricted to the nervous system and found to be the 
most abundant and earliest expressed of the GPI-anchored species in the CNS. Struyk et al., J. Neuroscience 
10 15(3): 2141-2156 (1995). The discovery of neurotrimin has further lead to the identification of a family of IgSF 
members, each containing three Ig-like domains that share significant amino acid identity, now termed IgLON 
Struyk et al., supra; Pimenta et al., Gene 170(2): 189-95 (1996). 

Additional members ofthe IgLON subfamily include opiate binding cell adhesion molecule (OBCAM), 
Schofield et al., EMBO J. 8: 489-495 (1989); limbic associated membrane protein (LAMP), Pimenta et al., 
15 supra; CEPU-1; GP55, Wilson et al., J. Cell Sci. 109: 3129-3138 (1996); Eur. J. Neurosci. 9(2): 334-41 
(1997); and AvGp50, Hancox et ah, Brain Res. Mol. Brain Res. 44(2): 273-85 (1997). 

While the expression of neurotrimin appears to be widespread, it does appear to correlated with the 
development of several neural circuits. For example, between El 8 and P10, neurotimin mRNA expression 
within the forebrain is maintained at high levels in neurons ofthe developing thalamus, cortical subplate, and 
20 cortex, particularly laminae V and VI (with less intense expression in II, II, and IV, and minimal expression in 
lamina I). Conical subplate neurons may provide an early, temporary scaffold for the ingrowing thalamic 
afferents en route to their final synaptic targets in the cortex. AHendoerfer and Shatz, Annu. Rev. Neurosci. 
17: 185-218 (1994). Conversely, subplate neurons have been suggested to be required for cortical neurons from 
layer V to select VI to grow into the thalamus, and neurons from layer V to select their targets in the colliculus, 
25 pons, and spinal cord (McConnell et al., J. Neurosci. 14: 1892-1907 (1994). The high level expression of 
neurotrimin in many of these projections suggests that it could be involved in their development. 

In the hindbrain, high levels of neurotrimin message expression were observed within the pontine 
nucleus and by the internal granule cells and Purkinje cells of the cerebellum. The pontine nucleus received 
afferent input from a variety of sources including corticopontine fibers of layer V, and is a major source of 
30 afferent input, via mossy fibers, to the granule cells which, in turn, are a major source of afferent input via 
parallel fibers to Purkinje cells. [Palay and Chan-Palay , The cerebellar cortex: cytology and organization. New 
York: Springer ( 1 974] . High level expression of neurotrimin these neurons again suggests potential involvement 
in the establishment of these circuits. 

Neurotrimin also exhibits a graded expression pattern in the early postnatal striatum. Increased 
35 neurotrimin expression is found overlying the dorsolateral striatum ofthe rat, while lesser hybridization intensity 
is seen overlying the ventromedial striatum. Struyk et al., supra. This region of higher neurotrimin 
hybridization intensity does not correspond to a cytoarchitecturally differentiate region, rather it corresponds 
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to the primary area of afferent input from layer VI of the contralateral sensorimotor cortex (Gerfen, Nature 311: 
461-464 (1984); Donoghue and Herkenham, Brain Res. 365: 397-403 (1986)). The ventromedial striatum, by 
contrast, receives the majority of its afferent input from the perirhinal and association cortex. It is noteworthy 
that a complementary graded pattern of LAMP expression, has been observed within the s.riatium. with highest 
expression in ventromedial regions, and lowest expression dorsolateral^. Levitt, Science 223: 299-301 (1985); 
Chesselet et al., Neuroscience 40: 725-733 (1991). 

87. PRO403 

Type II transmembrane proteins, also known as single pass transmembrane proteins have an N-terminal 
portion lodged in the cytoplasm while me C-terminal portion is exposed to the extracellular domain. 

Endothelin is a family of vasoconstrictor peptides about which much activity has been focused to better 
understand its basic pharmacological, biochemical and molecular biological features, including the presence and 
structure of isopeptides and their genes (endothelin- 1 , -2 and u3), regulation of gene expression, intracellular 
processing, specific endothelin converting enzymes (ECE), receptor subtypes (ET-A and ET-B), intracellular 
signal transduction following receptor activation, etc. 

The endothelin (ET) family of peptides have potent vascular, cardiac and renal actions which may be 
of pathophysiological importance in many human disease states. ET-1 is expressed as an inactive 2 1 2 amino acid 
prepropeptide. The prepropeptide is first cleaved at Arg52-Cys53 and Arg92-Ala93 and then the carboxy 
terminal Lys91 and Arg92 are trimmed from the protein to generate the propeptide big ET-1. 

Endothelin is generated from inactive intermediates, the big endothelins, by a unique processing event 
catalyzed by the zinc metalloprotease, endothelin converting enzyme (ECE). ECE was recently cloned, and its 
structure was shown to be a single pass transmembrane protein with a short intracellular N-terminal and a long 
extracellular C-terminal that contains the catalytic domain and numerous N- g lycosylation sites. ECEs cleave the 
endothelin propeptide between Trp73 and Val74 producing the act.ve peptide, ET, which appears to function 
as a local rather than a circulating hormone (Rubanyi, G.M. & Polokoff, M.A., Pharmachological Reviews 46: 
325-415 (1994). Thus ECE activity is a potential site of regulation of endothelin production and a possible target 
for therapeutic intervention in the endothelin system. By blocking ECE activity, it is possible stop the production 
of ET-1 by inhibiting the conversion of the relatively inactive precursor, big ET-1 , to the physiologically active 
form. 

Endothelins may play roles in the pathophysiology of a number of disease states including: 1) 
cardiovascular diseases (vasospasm, hypertension, myocardial ischemia; reperfusion injury and acute 
myocardial infarction, stroke (cerebral ischemia), congestive heart failure, shock, atherosclerosis, vascular 
thickening); 2) kidney disease, (acute and chronic renal failure, glomerulonephritis, cirrhosis); 3) lung disease 
(bronchial asthma, pulmonary hypertension); 4) gastrointestinal disorders (gastric ulcer, inflammatory bowel 
diseases); 5) reproductive disorders (premature labor, dysmenorhea, preeclampsia) and 6) carcinogenesis. 
35 Rubanyi & Polokoff, supra. 
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SUMMARY OF THE INVENTION 

1. PRQ213 

Applicants have identified a cDNA clone that encodes a novel polypeptide, wherein the polypeptide is 
designated in the present appl ication as " PR02 13". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
5 a PR0213 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0213 
polypeptide having amino acid residues 1 to 295 of Figure 2 (SEQ ID NO:2), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. 

In another embodiment, the invention provides isolated PR0213 polypeptide. In particular, the 
10 invention provides isolated native sequence PR0213 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 295 of Figure 2 (SEQ ID NO:2). 

2. PRQ274 

Applicants have identified a cDNA clone that encodes a novel polypeptide, wherein the polypeptide is 
15 designated in the present application as " PR0274 \ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0274 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0274 
polypeptide having amino acid residues 1 to 492 of Figure 4 (SEQ ID NO:7), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
20 high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA39987- 1 1 84 vector deposited on April 2 1 , 1 998 as ATCC 209786 which includes the nucleotide sequence 
encoding PR0274. ...... 

In another embodiment, the invention provides isolated PR0274 polypeptide. In particular, the 
invention provides isolated native sequence PR0274 polypeptide, which in one embodiment, includes an amino 
25 acid sequence comprising residues 1 to 492 of Figure 4 (SEQ ID NO:7). An additional embodiment of the 
present invention is directed to an isolated extracellular domain of a PR0274 polypeptide. Optionally, the 
PR0274 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDN A insert of 
the DNA39987-1 184 vector deposited on April 21 , 1998 as ATCC 209786. 

In another embodiment, the invention provides three expressed sequence tags (EST) comprising the 
30 nucleotide sequences of SEQ ID NO:8 (herein designated as DNA17873), SEQ ID NO:9 (herein designated as 
DNA36157) and SEQ ID NO: 10 (herein designated as DNA28929) (see Figure 5-7, respactively). 

3. PRO300 

Applicants have identified a cDNA clone that encodes a novel polypeptide, wherein the polypeptide is 
35 designated in the present application as "PRO300". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO300 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO300 
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polypeptide having amino acid residues 1 to 457 of Figure 9 (SEQ ID NO: 19), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA40625-1 189 vector deposited on April 21 , 1998 as ATCC 209788 which includes the nucleotide sequence 
encoding PRO300. 

5 In another embodiment, the invention provides isolated PRO300 polypeptide. In particular, the 

invention provides isolated native sequence PRO300 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 457 of Figure 9 (SEQ ID NO: 19). An additional embodiment of the 
present invention is directed to an isolated extracellular domain of a PRO300 polypeptide. Optionally, the 
PRO300 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of 
10 the DNA40625-1 189 vector deposited on April 21, 1998 as ATCC 209788. 

4. PRQ284 

Applicants have identified a cDNA clone that encodes a novel transmembrane polypeptide, wherein the 
polypeptide is designated in the present application as "PR0284". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0284 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0284 
polypeptide having amino acid residues 1 to 285 of Figure 1 1 (SEQ ID NO:28), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0284 
polypeptide having amino acid residues about 25 to 285 of Figure 1 1 (SEQ ID NO:28) or 1 or about 25 to X 
of Figure 1 1 (SEQ ID NO:28), where X is any amino acid from 71 to 80 of Figure 1 1 (SEQ ID NO:28), or is 
complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, 
and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA 
insert of the DNA233 18-121 1 vector deposited on April 21, 1998 as ATCC 209787 which includes the 
25 nucleotide sequence encoding PR0284. 

In another embodiment, the invention provides isolated PR0284 polypeptide. In particular, the 
invention provides isolated native sequence PR0284 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 285 of Figure 11 (SEQ ID NO:28). Additional embodiments of the 
present invention are directed to isolated PR0284 polypeptides comprising amino acids about 25 to 285 of Figure 
30 1 1 (SEQ ID NO:28) or 1 or about 25 to X of Figure 1 1 (SEQ ID NO:28), where X is any amino acid from 71 
to 80 of Figure 11 (SEQ ID NO:28). Optionally, the PR0284 polypeptide is obtained or is obtainable by 
expressing the polypeptide encoded by the cDNA insert of the DNA23318-121 1 vector deposited on April 21 , 
1998 as ATCC 209787. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
35 DNA12982 which comprises the nucleotide sequence of SEQ ID NO:29. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA 1 5886 which comprises the nucleotide sequence of SEQ ID NO:30. 
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5. PRQ296 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to the 
sarcoma-amplified protein SAS, wherein the polypeptide is designated in the present application as "PR0296". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0296 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0296 
polypeptide having amino acid residues 1 to 204 of Figure 15 (SEQ ID NO:36), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0296 
polypeptide having amino acid residues about 35 to 204 of Figure 15 (SEQ ID NO:36) or amino acid 1 or about 
35 to X of Figure 15 (SEQ ID NO:36), where X is any amino acid from 42 to 51 of Figure 15 (SEQ ID NO:36), 
or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least 
moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise 
the cDNA insert of the DNA39979-1213 vector deposited on April 21, 1998 as ATCC 209789 which includes 
the nucleotide sequence encoding PR0296. 

In another embodiment, the invention provides isolated PJK0296 polypeptide. In particular, the 
15 invention provides isolated native sequence PR0296 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 204 of Figure 15 (SEQ ID NO:36). Additional embodiments of the 
present invention are directed to PR0296 polypeptides comprising amino acids about 35 to 204 of Figure 15 
(SEQ ID NO:36) or amino acid 1 or about 35 to X of Figure 15 (SEQ ID NO:36), where X is any amino acid 
from 42 to 51 of Figure 15 (SEQ ID NO:36), Optionally, the PR0296 polypeptide is obtained or is obtainable 
20 by expressing the polypeptide encoded by the cDNA insert of the DNA39979-1213 vector deposited on April 
21, 1998 as ATCC 209789. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA23020 comprising the nucleotide sequence of SEQ ID NO:37. 

In another embodiment, the invention provides an expressed sequence tag (E$T) designated herein as 
25 DNA21971 comprising the nucleotide sequence of SEQ ID NO: 38. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA29037 comprising the nucleotide sequence of SEQ ID NO:39. 

6. PRQ329 

3® Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to a hieh 

affinity immunoglobulin F c receptor, wherein the polypeptide is designated in the present application as 
"PR0329\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0329 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0329 
35 polypeptide having amino acid residues 1 to 359 of Figure 20 (SEQ ID NO:45), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
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DNA40594- 1 233 vector deposited on February 5 , 1 998 as ATCC 2096 1 7 which includes the nucleotide sequence 
encoding PR0329. 

In another embodiment, the invention provides isolated PR0329 polypeptide. In particular, the 
invention provides isolated native sequence PR0329 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 359 of Figure 20 (SEQ ID NO:45). Optionally, the PR0329 polypeptide 
5 is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA40594- 1233 
vector deposited, on February 5, 1998 as ATCC 209617. 

7. PRQ362 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to A33 
10 antigen and HCAR membrane-bound protein, wherein the polypeptide is designated in the present application 
as "PR0362\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0362 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0362 
polypeptide having amino acid residues 1 to 321 of Figure 22 (SEQ ID NO:52), or is complementary to such 
15 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0362 
polypeptide having amino acid residues 1 to X of Figure 22 (SEQ ID NO:52) where X is any amino acid from 
amino acid 271 to 280, or is complementary to such encoding nucleic acid sequence, and remains stably bound 
to it under at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid 

20 sequence may comprise the cDN A insert of the DNA454 16-1251 vector deposited on February 5 , 1 998 as ATCC 
209620 which includes the nucleotide sequence encoding PR0362. 

In another embodiment, the invention provides isolated PR0362 polypeptide. In particular, the 
invention provides isolated native sequence PR0362 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 321 of Figure 22 (SEQ ID NO:52). An additional embodiment of the 

25 present invention is directed to an isolated extracellular domain of a PR0362 polypeptide comprising amino acids 
1 to X of the amino acid sequence shown in Figure 22 (SEQ ID NO:52), wherein X is any amino acid from 
amino acid 271 to 280. Optionally, the PR0362 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA454 1 6- 1 25 1 vector deposited on February 5 , 3 998 as ATCC 
209620. 

30 

8. PRQ363 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to the cell 
surface receptor protein HCAR, wherein the polypeptide is designated in the present application as "PR0363\ 

In one embodiment, the invention provides an isolared nucleic acid molecule comprising DNA encoding 
.35 a PR0363 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0363 
polypeptide having amino acid residues 3 to 373 of Figure 24 (SEQ ID N0:59), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
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high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding a PR0363 
extracellular domain polypeptide having amino acid residues J to X of Figure 24 (SEQ ID NO:59) where X is 
any amino acid from amino acid 216 to amino acid 225, or is complementary to such encoding nucleic acid 
sequence, and remains stably bound to it under at least moderate, and optionally, under high stringency 
conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the DNA454I9-1 252 vector 
5 deposited on February 5, 1998 as ATCC 209616 which includes the nucleotide sequence encoding PR0363. 

In another embodiment, the invention provides isolated PR0363 polypeptide. In particular, the 
invention provides isolated native sequence PR0363 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 373 of Figure 24 (SEQ ID NO:59). An additional embodiment of the 
present invention is directed to an isolated extracellular domain of a PR0363 polypeptide, wherein that 
10 extracellular domain may comprise amino acids 1 to X of the sequence shown in Figure 24 (SEQ ID NO:59), 
where X is any amino acid from amino acid 216 to 225. Optionally, the PR0363 polypeptide is obtained or is 
obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA45419-1252 vector deposited 
on February 5, 1998 as ATCC 209616. 

15 9. PRQ868 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to tumor 
necrosis factor receptor, wherein the polypeptide is designated in the present application as "PR0868\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO868 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0868 
20 polypeptide having amino acid residues 1 to 655 of Figure 26 (SEQ ID NO:64), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PRO868 
polypeptide having amino acid residues 1 to X of Figure 26 (SEQ ID NO:64), where X is any amino acid from 
amino acid 343 to 352 of the sequence shown in Figure 26 (SEQ ID NO:64), or is complementary to such 
25 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In yet another aspect, the isolated nucleic acid comprises DNA encoding the 
PRO868 polypeptide having amino acid residues X to 655 of Figure 26 (SEQ ID NO: 64), where X is any amino 
acid from amino acid 371 to 380 of the sequence shown in Figure 26 (SEQ ID NO:64), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
30 under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA52594- 1 270 vector deposited on March 1 7, 1998 as ATCC 209679 which includes the nucleotide sequence 
encoding PR0868. 

In another embodiment, the invention provides isolated PRO868 polypeptide. In particular, the 
invention provides isolated native sequence PRO868 polypeptide, which in one embodiment, includes an amino 
35 acid sequence comprising residues 1 to 655 of Figure 26 (SEQ ID NO:64). In another aspect, the isolated 
PRO868 polypeptide comprises amino acid residues 1 to X of Figure 26 (SEQ ID NO:64). where X is any amino 
acid from amino acid 343 to 352 of the sequence shown in Figure 26 (SEQ ID NO:64). In yet another aspect. 
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the PRO868 polypeptide comprises amino acid residues X to 655 of Figure 26 (SEQ ID NO:64), where X is any 
amino acid from amino acid 371 to 380 of the sequence shown in Figure 26 (SEQ ID NO:64). Optionally, the 
PRO868 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of 
the DNA52594-1270 vector deposited on March 17, 1998 as ATCC 209679. 

5 10. PRQ382 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to serine 
proteases, wherein the polypeptide is designated in the present application as "PR0382". 

Inone embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0382 polypeptide. In one aspect, the isolated nucleic acjd comprises DNA encoding the PR0382 
polypeptide having amino acid residues 1 to 453 of Figure 28 (SEQ ID NO:69), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA45234-1277 vector deposited on March 5, 1998 as ATCC 209654 which includes the nucleotide sequence 
encoding PR0382. 

In another embodiment, the invention provides isolated PR0382 polypeptide. In particular, the 
invention provides isolated native sequence PR0382 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 453 of Figure 28 (SEQ ID NO:69). An additional embodiment of the 
present invention is directed to an isolated extracellular domain of a PR0382 polypeptide, with or without the 
signal peptide. Optionally, the PR0382 polypeptide is obtained or is obtainable by expressing the polypeptide 
encoded by the cDNA insert of the DNA45234-1277 vector deposited on March 5, 1998 as ATCC 209654. 



25 



11. PRQ545 

Applicants have identified a cDN A clone that encodes a novel polypeptide haying homology to meltrin, 
wherein the polypeptide is designated in the present application as "PR0545". • 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0545 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0545 
polypeptide having amino acid residues 1 to 735 of Figure 30 (SEQ ID NO:74), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the vector 
30 deposited on March 5, 1998 as ATCC 209655 which includes the nucleotide sequence encoding PR0545. 

In another embodiment, the invention provides isolated PR0545 polypeptide. In particular, the 
invention provides isolated native sequence PR0545 polypeptide. which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 735 of Figure 30 (SEQ ID NO:74). An additional embodiment of the 
present invention is directed to an isolated extracellular domain of a PR0545- polypeptide. Optionally, the 
PR0545 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of 
the vector deposited on March 5, 1998 as ATCC 209655. 
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In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA13217 comprising the nucleotide sequence of SEQ ID NO:75 (Figure 31). 

12. PRQ617 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to CD24, 
wherein the polypeptide is designated in the present application as "PR0617". - 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0617 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0617 
polypeptide having amino acid residues 1 to 67 of Figure 33 (SEQ ID NO:85), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA48309-1280 vector deposited on March 5, 1998 as ATCC 209656 which includes the nucleotide sequence 
encoding PR061 7. 

. In another embodiment, the invention provides isolated PR0617 polypeptide. In particular, the 
invention provides isolated native sequence PR0617 polypeptide, which in one embodiment, includes an amino 
15 acid sequence comprising residues 1 to 67 of Figure 33 (SEQ ID NO:85). Optionally, the PR0617 polypeptide 
is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA48309-1280 
vector deposited on March 5, 1998 as ATCC 209656. 

13. PRQ700 

20 Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 

to protein disulfide isomerase, wherein the polypeptide is designated in the present application as "PRO700\ 
In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO700 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO700 
polypeptide having amino acid residues 1 to 432 of Figure 35 (SEQ ID NO:90), or is complementary to such 

25 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PRO700 
polypeptide having amino acid residues from about 34 to 432 of Figure 35 (SEQ ID NO:90), or is 
complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, 
and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA 

30 insert of the vector deposited on March 31, 1998 as ATCC 209721 which includes the nucleotide sequence 
encoding PRO700. 

In another embodiment, the invention provides isolated PRO700 polypeptide. In particular, the 
invention provides isolated native sequence PRO700 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 432 of Figure 35 (SEQ ID NO:90). In another embodiment, the 
35 invention provides an isolated PRO700 polypeptide absent the signal sequence, which includes an amino acid 
sequence comprising residues from about 34 to 432 of Figure 35 (SEQ ID NO:90). Optionally, the PRO700 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
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deposited on March 31 , 1998 as ATCC 209721 . 
14. PRO702 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 
conglutinin, wherein the polypeptide is designated in the present application as "PRO702". 
5 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 

a PRO702 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO702 
polypeptide having amino acid residues 1 to 277 of Figure 37 (SEQ.ID NO:97); or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PRO702 
10 polypeptide having amino acid residues 26 to 277 of Figure 37 (SEQ ID NO:97), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA50980-1286 vector deposited on March 31, 1998 as ATCC 209717 which includes the nucleotide sequence 
encoding PRO702. 

In another embodiment, the invention provides isolated PRO702 polypeptide. In particular, the 
invention provides isolated native sequence PRO702 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 277 of Figure 37 (SEQ ID NO:97). An additional embodiment of the 
present invention is directed to an isolated PRO702 polypeptide comprising amino acid residues 26 to 277 of 
Figure 37 (SEQ ID NO:97). Optionally, the PRO702 polypeptide is obtained or is obtainable by expressing the 
20 polypeptide encoded by the cDNA insertof theDNA50980- 1286 vector deposited on March 31, 1998 as ATCC 
209717. 

15. PRO703 . 

: Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 
25 to VLCAS, wherein the polypeptide is designated in the present application as "PRO703". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO703 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO703 
polypeptide having amino acid residues 1 to 730 of Figure 39 (SEQ ID NO: 102), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
30 high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PRO703 
polypeptide having amino acid residues from about 43 to 730 of Figure 39 (SEQ ID NO: 102), or is 
complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, 
and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA 
insert of the DNA50913-1287 vector deposited on March 31, 1998 as ATCC 209716 which includes the 
35 nucleotide sequence encoding PRO703. 

In another embodiment, the invention provides isolated PRO703 polypeptide. In particular, the 
invention provides isolated native sequence PRO703 polypeptide, which in one embodiment, includes an amino 
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acid sequence comprising residues 1 to 730 of Figure 39 (SEQ ID NO: 102). In another embodiment, the 
invention provides an isolated PRO703 polypeptide absent the signal sequence, which includes an amino acid 
sequence comprising residues from about 43 to 730 of Figure 30 (SEQ ID NO: 102). Optionally, the PRO730 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the 
DNA50913-1287 vector deposited on March 31, 1998 as ATCC 209716. 

16. PRO705 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to K- 
glypican, wherein the polypeptide is designated in the present application as "PRO705". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PRO705 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO705 
polypeptide having amino acid residues 1 to 555 of Figure 41 (SEQ ID NO: 109), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PRO705 
polypeptide having amino acid residues about 24 to 555 of Figure 41 (SEQ ID NO: 109), or is complementary 
15 to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA50914-1289 vector deposited on March 31 . 1998 as ATCC 209722 which includes the nucleotide sequence 
encoding PRO705. 

In another embodiment, the invention provides isolated PRO705 polypeptide. In particular, the 
20 invention provides isolated native sequence PRO705 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 555 of Figure 41 (SEQ ID NO: 109). An additional embodiment of the 
present invention is directed to an isolated PRO705 polypeptide comprising amino acid residues about 24 to 555 
of Figure 41 (SEQ ID NO: 109). Optionally, the PRO705 polypeptide is obtained or is obtainable by expressing 
the polypeptide encoded by the cDNA insert of the DNA50914-1289 vector deposited on March 31, 1998 as 
25 ATCC 209722. 

17. FRO708 

Applicants have identified a cDN A clone that encodes a novel polypeptide having homology to the aryl 
sulfatases, wherein the polypeptide is designated in the present application as TRO708". 

30 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PRO708 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO708 
polypeptide having amino acid residues 1 to 5 15 of Figure 43 (SEQ ID NO: 1 14), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 

35 DNA48296-1292 vector deposited on March 1 1 , 1998 as ATCC 209668 which includes the nucleotide sequence 
encoding PRO708. 
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In another embodiment, the invention provides isolated PRO708 polypeptide. In particular, the 
invention provides isolated native sequence PRO708 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 5 1 5 of Figure 43 (SEQ ID NO: 114). Another embodiment is directed 
to a PRO708 polypeptide comprising residues 38-5 1 5 of the amino acid sequence shown in Figure 43 (SEQ ID 
NO: 114). Optionally, the PRO708 polypeptide is obtained or is obtainable by expressing the polypeptide 
encoded by the cDNA insert of the DNA48296-1292 vector deposited on March 1 1, 1998 as ATCC 209668. 

18. PRO320 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to fibulin, 
wherein the polypeptide is designated in the present application as "PRO320". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO320 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO320 
polypeptide having aminoacid residues 1 to 338 of Figure 45 (SEQ ID NO: 119), or is complementary to such 
encoding nucleic acid sequence; and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the vector 
deposited on March 1 1 , 1998 as ATCC 209670 which includes the nucleotide sequence encoding PRO320. 

In another embodiment, the invention provides isolated PRO320 polypeptide. In particular, the 
invention provides isolated native sequence PRO320 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 338 of Figure 45 (SEQ ID NO: 119). Optionally, the PRO320 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
20 deposited on March 11, 1998 as ATCC 209670. 

19. PRQ324 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 
oxidoreductases, wherein the polypeptide is designated in the present application as "PR0324". 
25 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR0324 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0324 
polypeptide having amino acid residues 1 to 289 of Figure 47 (SEQ ID NO: 124), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0324 
polypeptide having amino acid residues 1 or about 32 to X of Figure .47 (SEQ ID NO: 124), where X is any 
amino acid from 131 to 140, or is complementary to such encoding nucleic acid sequence, and remains stably 
bound to it under at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid 
sequence may comprise the cDN A insert of the DN A36343- 1 3 1 0 vector deposited on March 30, 1 998 as ATCC 
209718 which includes the nucleotide sequence encoding PR0324. - 
35 In anoth er embodiment, the invention provides isolated PR0324 polypeptide. In particular, the invention 

provides isolated native sequence PR0324 polypeptide, which in one embodiment, includes an amino acid 
sequence comprising residues 1 to 289 of Figure 47 (SEQ ID NO: 124). The invention also provides isolated 
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PR0324 polypeptide comprising residues I or about 32 to X of Figure 47 (SEQ ID NO: 124), wherein X is any 
amino acid from about 131-140. Optionally, the PR0324 polypeptide is obtained or is obtainable by expressing 
the polypeptide encoded by the cDNA insert of the DNA36343-1310 vector deposited on March 30, 1998 as 
ATCC 209718. 

5 20. PRQ351 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 
to prostasin, wherein the polypeptide is designated in the present application as "PR0351". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0351 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0351 
10 polypeptide having amino acid residues 1 to 571 of Figure 49 (SEQ ID NO: 132), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0351 
polypeptide having amino acid residues about 16 to 571 of Figure 49 (SEQ ID NO: 132), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
15 under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DN A4057 1-1315 vector deposited on April 21, 1 998 as ATCC 209784 which includes the nucleotide sequence 
encoding PR0351. 

In another embodiment, the invention provides isolated PR0351 polypeptide. In particular, the 
invention provides isolated native sequence PR0351 polypeptide, which in one embodiment, includes an amino 
20 acid sequence comprising residues 1 to 571 of Figure 49 (SEQ ID NO: 132). In another embodiment, the 
invention provides an isolated PR0351 polypeptide absent the signal sequence, which includes an amino acid 
sequence comprising residues from about 16 to 571 of Figure 49 (SEQ ID NO: 132). Optionally, the PR0351 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the 
DNA4057I-1315 vector deposited on April 21, 1998 as ATCC 209784. 

25 

21. PRQ352 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 
butyrophilin, wherein the polypeptide is designated in the present application as "PR0352". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

30 a PR0352 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0352 
polypeptide having amino acid residues 1 to 3 1 6 of Figure 5 1 (SEQ ID NO: 137), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0352 
polypeptide having amino acid residues of about 29 to 316 of Figure 51 (SEQ ID NO: 137), or 1 or about 29 to 

35 X of Figure 51 , where X is any amino acid from 246 to 255, or is complementary to such encoding nucleic acid 
sequence, and remains stably bound to it under at least moderate, and optionally, under high stringency 
conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the DNA41386-13 16 vector 
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deposited on March 26, 1998 as ATCC 209703 which includes the nucleotide sequence encoding PR0352. 

In another embodiment, the invention provides isolated PR0352 polypeptide. In particular, the 
invention provides isolated native sequence PR0352 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 316 of Figure 51 (SEQ ID NO: 137). In other embodiments, the 
invention provides isolated PR0352 polypeptide comprising residues about 29 to 316 of Figure 51 (SEQ ID 
5 NO: 137) and 1 or about 29 to X of Figure 51 (SEQ ID NO: 137), wherein X is any amino acid from 246 to 255 . 
Optionally, the PR0352 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the 
cDNA insert of the DNA41386-1316 vector deposited on March 26, 1998 as ATCC 209703. 

22. PRQ381 

Applicants have identified a cDNA clone that encodes a novel polypeptide, having homology to 
immunophilin proteins, wherein the polypeptide is designated in the present application as "PR0381 \ 

In one embodiment, the; invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0381 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRQ381 
polypeptide having amino acid residues 1 to 21 1 of Figure 53 (SEQ ID NO: 145), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0381 
polypeptide having amino acid residues about 21 to 21 1 of Figure 53 (SEQ ID NO: 145), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA44194-1317 vector deposited on April 28, 1998 as ATCC 209808 which includes the nucleotide sequence 
encoding PR0381. 

In another embodiment, the invention provides isolated PR0381 polypeptide. In particular, the 
invention provides isolated native sequence PR0381 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 211 of Figure 53 (SEQ ID NO: 145). Another embodiment is directed 
to a PR0381 plypeptide comprising amino acids about 21 to 21 1 of Figure 53 (SEQ ID NO: 145). Optionally, 
the PR0381 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert 
of the DNA44194^1317 vector deposited on April 28, 1998 as ATCC 209808. 

23. PRQ386 

30 Applicants have identified a cDN A clone that encodes a novel polypeptide having homology to the beta- 

2 subunit of a sodium channel, wherein the polypeptide is designated in the present application as "PR0386". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0386 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0386 
polypeptide having amino acid residues 1 to 215 of Figure 55 (SEQ ID NO: 150), or is complementary to such 

35 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0386 
polypeptide having amino acid residues about 21 to 215 of Figure 55 (SEQ ID NO: 150) or 1 or about 21 to X, 
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where X is any amino acid from 156 to 165 of Figure 55 (SEQ ID NO: 1 50), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA45415- 13 18 vector deposited on April 28, 1998 as ATCC 209810 which includes the nucleotide sequence 
encoding PR0386. 

5 In another embodiment, the invention provides isolated PR0386 polypeptide. In particular, the 

invention provides isolated native sequence PR0386 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 215 of Figure 55 (SEQ ID NO:150). Other embodiments of the present 
invention are directed to PR0386 polypeptides comprising amino acids about 2 i to 215 of Figure 55 (SEQ ID 
NO: 150) and 1 or about 21 to X of Figure 55 (SEQ ID NO: 150), wherein X is any amino acid from 156 to 165 
10 of Figure 55 (SEQ ID NO: 150). Optionally, the PR0386 polypeptide is obtained or is obtainable by expressing 
the polypeptide encoded by the cDNA insert of the DNA45415-1318 vector deposited on April 28, 1998 as 
ATCC 209810. 

In another embodiment, the invention provides an expressed sequence tag (EST) comprising the 
nucleotide sequence of SEQ ID NO: 15 1 which corrsponds to an EST designated herein as DNA23350. 

In another embodiment, the invention provides an expressed sequence tag (EST) comprising the 
nucleotide sequence of SEQ ID NO: 152 which corrsponds to an EST designated herein as DNA23536. 



15 



24, PRO540 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 
20 to LCAT, wherein the polypeptide is designated in the present application as "PRO540". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO540 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO540 
polypeptide having amino acid residues 1 to 4 1 2 of Figure 59 (SEQ ID NO: 1 57), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
25 high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PRO540 
polypeptide having amino acid residues about 29 to 412 of Figure 59 (SEQ ID NO: 157), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA44 189- 1322 vector deposited on March 26, 1998 as ATCC 209699 which includes the nucleotide sequence 
30 encoding PRO540. 

In another embodiment, the invention provides isolated PRO540 polypeptide. In particular, the 
invention provides isolated native sequence PRO540 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 412 of Figure 59 (SEQ ID NO: 157). The invention also provides 
isolated PRO540 polypeptide, which in one embodiment, includes an amino acid sequence comprising residues 
35 about 29 to 412 of Figure 59 (SEQ ID NO:157). Optionally, the PRO540 polypeptide is obtained or is 
obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA44 189- 1322 vector deposited 
on March 26, 1998 as ATCC 209699. 
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25. PRQ615 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 
to synaptogyrin, wherein the polypeptide is designated in the present application as "PR0615". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0615 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0615 
polypeptide having amino acid residues 1 to 224 of Figure 61 (SEQ ID NO: 162), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0615 
polypeptide having amino acid residues X to 224 of Figure 61 (SEQ ID NO: 162), where X is any amino acid 
from 157 to 166, or is complementary to such encoding nucleic acid sequence, and remains stably bound to it 
under at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence 
may comprise the cDNA insert of the DNA48304- 1323 vector deposited on April 28, 1998 as ATCC 20981 1 
which includes the nucleotide sequence encoding PR0615. 

In another embodiment, the invention provides isolated PR0615 polypeptide. In particular, the 
invention provides isolated native sequence PR0615 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 224 of Figure 61 (SEQ ID NO: 162). An additional embodiment of the 
present invention is directed to an isolated extracellular domain of a PR0615 polypeptide which comprises amino 
acid residues X to 224 of Figure 61 (SEQ ID NO:162), where X is any amino acid from 157 to 166 of Figure 
61 (SEQ ID NO.-162). Optionally, the PR0615 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA48304-1323 vector deposited on April 28, 1998 as ATCC 



20 209811. 
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26. PRQ618 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 
to enteropeptidase, wherein the polypeptide is designated in the present application as "PR0618". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0618 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR06I8 
polypeptide having amino acid residues 1 to 802 of Figure 63 (SEQ ID NO: 169), or is complementary to such 
encoding nucleic acid. sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding an isolated 
extracellular domain of a PR0618 polypeptide having amino acid residues X to 802 of Figure 63 (SEQ ID 
NO: 169), where X is any amino acid from 63 to 72 of Figure 63 (SEQ ID NO: 169), or is complementary to 
such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA49152.1324 vector deposited on April 28. 1998 as ATCC 209813 which includes the nucleotide sequence 
35 encoding PR06 18. 

In another embodiment, the invention provides isolated PR0618 polypeptide. In particular, the 
invention provides isolated native sequence PR061 8 polypeptide, which in one embodiment, includes an amino 
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acid sequence comprising residues 1 to 802 of Figure 63 (SEQ ID NO: 169). An additional embodiment of the 
present invention is directed to an isolated extracellular domain of a PR0618 polypeptide comprising amino acid 
X to 802 where X is any amino acid from 63 to 72 of Figure 63 (SEQ ID NO: 169). Optionally, the PR0618 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the 
DNA49 152- 1324 vector deposited on April 28 t 1998 as ATCC 209813. 
5 In another embodiment, the invention provides an expressed sequence tag (EST) comprising the 

nucleotide sequence of SEQ ID NO: 170, designated herein as DNA35597 (see Figure 64). 

21. PRQ719 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 
10 lipoprotein lipase H, wherein the polypeptide is designated in the present application as "PR0719". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0719 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0719 
polypeptide having amino acid residues 1 to 354 of Figure 66 (SEQ ID NO: 178), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
15 high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0719 
polypeptide having amino acid residues about 17 to 354 of Figure 66 (SEQ ID NO: 178), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA49646-1327 vector deposited on March 26, 1998 as ATCC 209705 which includes the nucleotide sequence 
20 encoding PR0719. 

In another embodiment, the invention provides isolated PR0719 polypeptide. In particular, the 
invention provides isolated native sequence PR07 1 9 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 354 of Figure 66 (SEQ ID NO: 178). In another embodiment, the 
invention provides isolated PR0719 polypeptide which comprises residues about 17 to 354 of Figure 66 (SEQ 
25 ID NO: 178). Optionally, the PR0719 polypeptide is obtained or is obtainable by expressing the polypeptide 
encoded by the cDNA insert of the DNA49646-1327 vector deposited on March 26, 1998 as ATCC 209705. 

28. PRQ724 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to the LDL 
30 receptor, wherein the polypeptide is designated in the present application as "PR0724". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0724 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0724 
polypeptide having amino acid residues 1 to 713 of Figure 68 (SEQ ID NO: 183), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
35 high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding a soluble 
PR0724 polypeptide having amino acid residues 1 to X of Figure 68 (SEQ ID NO: 183) where X is any amino 
acid from amino acid 437 to 446, or is complementary to such encoding nucleic acid sequence, and remains 
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stably bound to it under a, least moderate, and optionally, under high stringency conditions. The above two 
polypeptides may e.ther possess or not possess the signal peptide. The isolated nucleic acid sequence may 
comprise the cDNA insert of the DNA4963 1-1328 vector deposited on April 28, 1998 as ATCC 209806 which 
includes the nucleotide sequence encoding PR0724. 

In another embodiment, the invention provides isolated PR0724 polypeptide. In particular, the 
invention provides isolated native sequence PR0724 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 713 of Figure 68 (SEQ ID NO:183). In another embodiment, the 
invention provides isolated soluble PR0724 polypeptide. In particular, the invention provides isolated soluble 
PR0724 polypeptide, which in one embodiment, includes an amino acid sequence comprising residues 1 to X 
of Figure 68 (SEQ ID NO:183), where X is any amino acid from 437 to 446 of the sequence shown in Figure 
68 (SEQ ID NO.-183). Optionally, the PR0724 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA4963U1328 vector deposited^ April 28, 1998-as ATCC 
209806. 

29. PRQ772 N 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to A4 
protein, wherein the polypeptide is designated in the present application as "PR0772". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0772 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0772 
polypeptide having amino acid residues 1 to 1 52 of Figure 70 (SEQ ID NO: 1 90), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0772 
polypeptide having amino acid residues 1 to. X of Figure 70 (SEQ ID NO:190), where X is any amino acid from 
21 to 30 of Figure 70 (SEQ ID NO:190), or is complementary to such encoding nucleic acid sequence, and 
remains, stably bound to it under at least moderate, and optionally, under high stringency conditions. The 
isolated nucleic acid sequence may comprise the cDNA insert of the DNA49645-1347 vector deposited on April 
28, 1998 as ATCC 209809 which includes the nucleotide sequence encoding PR0772. 

In another embodiment, the invention provides isolated PR0772 polypeptide. In particular, the 
invention provides isolated native sequence PRQ772 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 152 of Figure 70 (SEQ ID NO: 190). Additional embodiments of the 
present invention are directed to PR0772 polypeptides comprising amino acids 1 to X of Figure 70 (SEQ ID 
NO: 190), where X is any amino acid from 21 to 30 of Figure 70 (SEQ ID NO: 190). Optionally, the PR0772 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the 
DNA49645-1347 vector deposited on April 28. 1998 as ATCC 209809. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
35 DNA43509 comprising the nucleotide sequence. of SEQ ID NO: 191 (Figure 71): 



20 



25 



30 



70 

BNSDOCIO: <WO 0O53756A2_l_> 



WO 00/53756 



PCT/USOO/04341 



30. PRQ852 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to various 
protease enzymes, wherein the polypeptide is designated in the present application as "PR0852*\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0852 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0852 
5 polypeptide having amino acid residues 1 to 518 of Figure 73 (SEQ ID NO: 196), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0852 
polypeptide having amino acid residues about 21 to 518 of Figure 73 (SEQ ID NO: 196) or 1 or about 21 to X 
of Figure 73 (SEQ ID NO: 196) where X is any amino acid from amino acid 461 to amino acid 470 of Figure 
10 73 (SEQ ID NO: 196), or is complementary to such encoding nucleic acid sequence, and remains stably bound 
to it under at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid 
sequence may comprise the cDNA insert of the DNA45493-1349 vector deposited on April 28, 1998 as ATCC 
209805 which includes the nucleotide sequence encoding PR0852. 

In another embodiment, the invention provides isolated PR0852 polypeptide. In particular, the 
15 invention provides isolated native sequence PR0852 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 5 1 8 of Figure 73 (SEQ ID NO: 196). In other embodiments, the PR0852 
comprises amino acids about 21 to amino acid 518 of Figure 73 (SEQ ID NO: 196) or amino acids 1 or about 
21 to X of Figure 73 (SEQ ID NO: 196), where X is any amino acid from amino acid 461 to amino acid 470 of 
Figure 73 (SEQ ID NO: 196). Optionally, the PR0852 polypeptide is obtained or is obtainable by expressing 
20 the polypeptide encoded by the cDNA insert of the DNA45493-1349 vector deposited on April 28, 1998 as 
ATCC 209805. 

31. PRQ853 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 
25 to reductase, wherein the polypeptide is designated in the present application as "PR0853". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0853 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0853 
polypeptide having amino acid residues 1 to 377 of Figure 75 (SEQ ID NO:206), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
30 high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0853 
polypeptide having amino acid residues about 17 to 377 of Figure 75 (SEQ ID NO:206), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA48227-1350 vector deposited on April 28, 1998 as ATCC 209812 which includes the nucleotide sequence 
35 encoding PR0853. 

In another embodiment, the invention provides isolated PR0853 polypeptide. In particular, the 
invention provides isolated native sequence PR0853 polypeptide, which in one embodiment, includes an amino 
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acid sequence comprising residues 1 to 377 of Figure 75 (SEQ ID NO:206). In another embodiment, the 
invention provides an isolated PR0853 polypeptide absent the signal sequence, which includes an amino acid 
sequence comprising residues from about 17 to 377 of Figure 75 (SEQ ID NO:206). Optionally, the PR0853 
polypeptide is obtained or' is obtainable by expressing the polypeptide encoded by the cDNA insert of the 
DNA48227-1350 vector deposited on April 28, 1998 as ATCC 209812. 

32. PRO860 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 
to neurofascin, wherein the polypeptide is designated in the present application as "PRO860". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PRO860 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO860 
polypeptide having amino acid residues 1 to 985 of Figure 77 (SEQ ID NO:21 1), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PRO860 
polypeptide having amino acid residues 1 to X of Figure 77 (SEQ ID NO:21 1), where X is any amino acid from 
443-452 of Figure 77 (SEQ ID NO:211), or is complementary to such encoding nucleic acid sequence, and 
remains stably bound to it under at least moderate, and optionally, under high stringency conditions. The 
isolated nucleic acid sequence may comprise the cDNA insert of the DNA4 1404- 1352 vector deposited on May 
6* 1998 as ATCC 209844 which includes the nucleotide sequence encoding PRO860. 

In another embodiment, the invention provides isolated PRO860 polypeptide. In particular, the 
invention provides isolated native sequence PRO860 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 985 of Figure 77 (SEQ ID NO:211). In another embodiment, the 
invention provides an isolated PRO860 polypeptide which includes an amino acid sequence comprising residues 
1 to X of Figure 77 (SEQ ID NO:21 1), where X is any amino acid residue from 443 to 452 of Figure 77 (SEQ 
ID NO:211). Optionally, the PRO860 polypeptide is obtained or is obtainable by expressing the polypeptide 
encoded by the cDNA insert of the DNA41404-1352 vector deposited on May 6, 1998 as ATCC 209844. 

33. PR0846 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 
to CMRF35, wherein the polypeptide is designated in the present application as "PR0846\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0846 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0846 
polypeptide having amino acid residues 1 to 332 of Figure 79 (SEQ ID NO:2I6), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0846 
polypeptide having amino acid residues about 18 to 332 of Figure 79 (SEQ ID NO:216) or I or about 18 to X 
of SEQ ID NO:216, where X is any amino acid from 243 to 252 of Figure 79 (SEQ ID NO:216), or is 
complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate. 
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and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA 
insert of the DNA441 96- J 353 vector deposited on May 6, 1998 as ATCC 209847 which includes the nucleotide 
sequence encoding PR0846. 

In another embodiment, the invention provides isolated PR0846 polypeptide. In particular, the 
invention provides isolated native sequence PR0846 polypeptide, which in one embodiment, includes an amino 
5 acid sequence comprising residues 1 to 332 of Figure 79 (SEQ ID NO:216). In other embodiments, the 
invention provides an isolated PR0846 polypeptide absent the signal sequence, which includes an amino acid 
sequence comprising residues from about 18 to 332 of Figure 79 (SEQ ID NO:216). Additional embodiments 
of the present invention are directed to an isolated PR0846 polypeptide comprising amino acid 1 or about 18 
to X of Figure 79 (SEQ ID NO:216), where X is any amino acid from 243 to 252 of Figure 79 (SEQ ID 
10 NO:216). Optionally, the PR0846 polypeptide is obtained or is obtainable by expressing the polypeptide 
encoded by the cDNA insert of the DNA44196-1353 vector deposited on May 6, 1998 as ATCC 209847. 

34. PRQ862 

Applicants have identified a cDN A clone that encodes a novel polypeptide having sequence similarity 
15 to lysozyme, wherein the polypeptide is designated in the present application as "PR0862". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0862 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0862 
polypeptide having amino acid residues 1 to 146 of Figure 81 (SEQ ID NO:221), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
20 high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0862 
polypeptide having amino acid residues about 19 to 146 of Figure 81 (SEQ ID NO:221), or is complementary . 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA52I87-1354 vector deposited on May 6, 1998 as ATCC 209845 which includes the nucleotide sequence 
25 encoding PR0862. 

In another embodiment, the invention provides isolated PR0862 polypeptide. In particular, the 
invention provides isolated native sequence PR0862 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 146 of Figure 81 (SEQ ID NO:221). In another embodiment, the 
invention provides an isolated PR0862 polypeptide absent the signal sequence, which includes an amino acid 
30 sequence comprising residues from about 19 to 146 of Figure 81 (SEQ ID NO:221). Optionally, the PR0862 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the 
DNA52187-1354 vector deposited on May 6, 1998 as ATCC 209845. 

35. PRQ864 

35 Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 

to Wnt-4, wherein the polypeptide is designated in the present application as "PR0864". 
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In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0864 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0864 
polypeptide having amino acid residues 1 to 351 of Figure 83 (SEQ ID NO:226), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0864 
5 polypeptide having amino acid residues about 23 to 351 of Figure 83 (SEQ ID NO:226), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA48328-1355 vector deposited on May 6, 1998 as ATCC 209843 which includes the nucleotide sequence 
encoding PR0864. 

10 In another embodiment, the invention provides isolated PR0864 polypeptide. In particular, the 

invention provides isolated native sequence PR0864 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 351 of Figure 83 (SEQ ID NO:226). In another embodiment, the 
invention provides an isolated PR0864 polypeptide absent the signal sequence, which includes an amino acid 
sequence comprising residues from about 23 to 351 of Figure 83 (SEQ ID NO:226). Optionally, the PR0864 

15 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the 
DNA48328-1355 vector deposited on May 6, 1998 as ATCC 209843 

36, PRQ792 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to CD23, 

20 wherein the polypeptide is designated in the present application as H PR0792". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0792 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0792 
polypeptide having amino acid residues 1 to 293 of Figure 85 (SEQ ID NO:231), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 

25 high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0792 
polypeptide having amino acid residues X to 293 of Figure 85 (SEQ ID NO:231) where X is any amino acid 
from 50 to 59 of Figure 85 (SEQ ID NO:23 1), or is complementary to such encoding nucleic acid sequence, and 
remains stably bound to it under at least moderate, and optionally, under high stringency conditions. The 
isolated nucleic acid sequence may comprise the cDNA insert of the DNA56352-1358 vector deposited on May 

30 6, 1998 as ATCC 209846 which includes the nucleotide sequence encoding PR0792. 

In- another embodiment, the invention provides isolated PR0792 polypeptide. In particular, the 
invention provides isolated native sequence PR0792 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 293 of Figure 85 (SEQ ID NO:231). An additional embodiment of the 
present invention is directed to PR0792 polypeptide comprising amino acids X to 293 of Figure 85 (SEQ ID 

35 NO:231), where X is any amino acid from 50 to 59 of Figure 85 (SEQ ID NO:231). Optionally, the PR0792 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the 
DNA56352-1358 vector deposited on May 6, 1998 as ATCC 209846. 
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37. PRQ866 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to mindin 
and spondin proteins, wherein the polypeptide is designated in the present application as "PR0866\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO866 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO866 
5 polypeptide having amino acid residues 1 to 33 1 of Figure 87 (SEQ ID NO:236), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PRO866 
polypeptide having amino acid residues about 27 to 229 of Figure 87 (SEQ ID NO:236), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
10 under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA53971-1359 vector deposited on April 7, 1998 as ATCC 209750 which includes the nucleotide sequence 
encoding PR0866. 

In another embodiment, the invention provides isolated PRO866 polypeptide. In particular, the 
invention provides isolated native sequence PRO866 polypeptide, which in one embodiment, includes an amino 
15 acid sequence comprising residues 1 to 33 1 of Figure 87 (SEQ ID NO: 236). Another embodiment of the present 
invention is directed to PRO866 polypeptides comprising amino acids about 27 to 331 of Figure 87 (SEQ ID 
NO:236). Optionally, the PRO866 polypeptide is obtained or is obtainable by expressing the polypeptide 
encoded by the cDNA insert of the DNA53971-1359 vector deposited on April 7, 1998 as ATCC 209750. 

20 38. PRQ871 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to CyP-60, 
wherein the polypeptide is designated in the present application as "PR0871'\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0871 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0871 

25 polypeptide having amino acid residues 1 to 472 of Figure 89 (SEQ ID NO:245), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0871 
polypeptide having amino acid residues about 22 to 472 of Figure 89 (SEQ ID NO:245), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 

30 under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA50919-1361 vector deposited on May 6, 1998 as ATCC 209848 which includes the nucleotide sequence 
encoding PR0871. 

In another embodiment, the invention provides isolated PROS71 polypeptide. In particular, the 
invention provides isolated native sequence PR0871 polypeptide, which in one embodiment, includes an amino 
35 acid sequence comprising residues 1 to 472 of Figure 89 (SEQ ID NO:245). An additional embodiment of the 
present invention is directed to PR0871 polypeptides comprising amino acids about 22 to 472 of Figure 89 (SEQ 
ID NO:245). Optionally, the PR0871 polypeptide is obtained or is obtainable by expressing the polypeptide 
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encoded by the cDNA insert of the DNA509J9-1361 vector deposited on May 6, 1998 as ATCC 209848. 
39. PRQ873 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 
carboxylesterasc, wherein the polypeptide is designated in the present application as "PR0873\ 
5 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR0873 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0873 
polypeptide having amino acid residues 1 to 545 of Figure 91 (SEQ ID NO:254), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0873 
10 polypeptide having amino acid residues about 30 to about 545 of Figure 91 (SEQ ID NO:254), or is 
complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, 
and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA 
insert of the DNA44179-1362 vector deposited on May 6, 1998 as ATCC 20985 1 which includes the nucleotide 
sequence encoding PR0873. 

15 In another embodiment, the invention provides isolated PR0873 polypeptide. In particular, the 

invention provides isolated native sequence PR0873 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 545 of Figure 91 (SEQ ID NO:254). Additional embodiments of the 
present invention are directed to PR0873 polypeptides comprising amino acids about 30 to about 545 of Figure 
91 (SEQ ID NO:254). Optionally, the PR0873 polypeptide is obtained or is obtainable by expressing the 

20 polypeptide encoded by the cDNA insert of the DNA44 179- 1362 vector deposited on May 6, 1998 as ATCC 
209851. 

40. PRO940 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to CD33 
25 and OB binding protein-2, wherein the polypeptide is designated in the present application as "PRO940". 

In one embodiment, the invention provides an isolated nucleic^acid molecule comprising DNA encoding 
a PRO940 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO940 
polypeptide having amino acid residues 1 to 544 of Figure 93 (SEQ ID NO:259), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
30 high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PRO940 
polypeptide having amino acid residues about 16 to 544 of Figure 93 (SEQ ID NO:259) or 1 or about 16 to X 
of Figure 93 (SEQ ID NO:259). where X is any amino acid from 394 to 403 of Figure 93 (SEQ ID NO:259), 
or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least 
moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise 
35 the cDNA insert of the DNA54002-1367 vector deposited on April 7, 1998 as ATCC 209754 which includes 
the nucleotide sequence encoding PRO940. 
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In another embodiment, the invention provides isolated PRO940 polypeptide. In particular, the 
invention provides isolated native sequence PRO940 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 544 of Figure 93 (SEQ ID NO:259). Other embodiments of the present 
invention are directed to PRO940 polypeptides comprising amino acids about 16 to 544 of Figure 93 (SEQ ID 
NO:259.) or 1 or about 16 to X of Figure 93 (SEQ ID NO:259), where X is any amino acid from 394 to 403 of 
5 Figure 93 (SEQ ID NO:259). Optionally, the PRO940 polypeptide is obtained or is obtainable by expressing 
the polypeptide encoded by the cDNA insert of the DNA54002-1367 vector deposited on April 7, 1 998 as ATCC 
209754. 

41. PRQ941 

10 Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to a 

cadherin protein, wherein the polypeptide is designated in the present application as "PR0941 M . 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0941 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0941 
polypeptide having amino acid residues 1 to 772 of Figure 95 (SEQ ID NO:264), or is complementary to such 

15 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0941 
polypeptide having amino acid residues about 22 to 772 of Figure 95 (SEQ ID NO:264) or 1 or about 22 to X 
of Figure 95 (SEQ ID NO:264), where X is any amino acid from 592 to 601 of Figure 95 (SEQ ID NO:264), 
or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least 

20 moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise 
the cDNA insert of the DNA53906-1368 vector deposited on April 7, 1998 as ATCC 209747 which includes 
the nucleotide sequence encoding PR0941. 

In another embodiment, the invention provides isolated PR0941 polypeptide. In particular, the 
invention provides isolated native sequence PR0941 polypeptide, which in one embodiment, includes an amino 

25 acid sequence comprising residues 1 to 772 of Figure 95 (SEQ ID NO:264). Additional embodiments of the 
present invention are directed to PR0941 polypeptides which comprise amino acid about 21 to 772 of Figure 
95 (SEQ ID NO:264) or 1 or about 22 to X of Figure 95 (SEQ ID NO:264), where X is any amino acid from 
592 to 601 of Figure 95 (SEQ ID NO:264). Optionally, the PR0941 polypeptide is obtained or is obtainable 
by expressing the polypeptide encoded by the cDNA insert of the DNA53906-1368 vector deposited on April 

30 7, 1998 as ATCC 209747. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA6415 comprising the nucleotide sequence of Figure 96 (SEQ ID NO:265). 

42. PRQ944 

35 Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 

Clostridium perfringens enterotoxin receptor (CPE-R), wherein the polypeptide is designated in the present 
application as "PR0944". 
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In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0944 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0944 
polypeptide having amino acid residues 1 to 21 1 of Figure 98 (SEQ ID NO:270), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0944 
5 polypeptide having amino acid residues about 22 to 229 of Figure 98 (SEQ ID NO:270) or amino acid 1 or about 
22 to X of Figure 98 (SEQ ID NO:270) where X is any amino acid from 77 to 80 of Figure 98 (SEQ ID 
NO:270), or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under at 
least moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence may 
comprise the cDNA insert of the DNA52 185-1 370 vector deposited on May 14, 1998 as ATCG 209861 which 
10 includes the nucleotide sequence encoding PR0944. 

In another embodiment, the invention provides isolated . PR0944 polypeptide. In particular, the 
invention provides isolated native sequence PR0944 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues: 1 to 2 1 1 of Figure 98 (SEQ ID NO:270). Additional embodiments of the 
present invention are directed to PR0944 polypeptides comprising amino acids about 22 to 21 1 of Figure 98 
15 (SEQ ID NO:270) or amino acid 1 or about 22 to X of Figure 98 (SEQ ID NO:270), where X is any amino acid 
from 77 to 86 of Figure 98 (SEQ ID NO:270). Optionally, the PR0944 polypeptide is obtained or is obtainable 
by expressing the polypeptide encoded by the cDNA insert of the DNA52185-1370 vector deposited on May 14, 
1998asATCC 209861. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
20 DNA 14007 comprising the nucleotide sequence of Figure 99 (SEQ ID NO:271). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA12733 comprising the nucleotide sequence of Figure 100 (SEQ ID NO:272). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA12746 comprising the nucleotide sequence of Figure 101 (SEQ ID NO:273). 
25 In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 

DNA12834 comprising the nucleotide sequence of Figure 102 (SEQ ID NO:274). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA12846 comprising the nucleotide sequence of Fiugure 103 (SEQ ID NO:275). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
30 DNA13104 comprising the nucleotide sequence of Figure 104 (SEQ ID NO:276). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA13259 comprising the nucleotide sequence of Figure 105 (SEQ ID NO:277). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA13959 comprising the nucleotide sequence of Figure 106 (SEQ ID NO:278). 
35 In anoth er embodiment, the invention provides an expressed sequence tag (EST) designated herein as 

DNA13961 comprising the nucleotide sequence of Figure 107 (SEQ ID NO:279). 
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43. PRQ983 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to a vesicle 
associated protein, VAP-33. wherein the polypeptide is designated in the present application as "PR0983". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0983 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0983 
5 polypeptide having amino acid residues 1 to 243 of Figure 109 (SEQ ID NO:284), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0983 
polypeptide having amino acid residue 1 to X of Figure 109 (SEQ ID NO:284) where X is any amino acid from 
219 to 228 of Figure 109 (SEQ ID NO:284), or is complementary to such encoding nucleic acid sequence, and 
10 remains stably bound to it under at least moderate, and optionally, under high stringency conditions. The 
isolated nucleic acid sequence may comprise the cDNA insert of the DNA53977-1371 vector deposited on May 
14, 1998 as ATCC 209862 which includes the nucleotide sequence encoding PR0983. 

In another embodiment, the invention provides isolated PR0983 polypeptide. In particular, the 
inventibn provides isolated native sequence PR0983 polypeptide, which in one embodiment, includes an amino 
15 acid sequence comprising residues 1 to 243 of Figure 109 (SEQ ID NO:284). Additional embodiments of the 
present invention are directed to PR0983 polypeptides comprising amino acid 1 to X of Figure 109 (SEQ ID 
NO:284), where X is any amino acid from 219 to 228 of Figure 109 (SEQ ID NO:284). Optionally, the 
PR0983 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of 
the DNA53977-1371 vector deposited on May 14, 1998 as ATCC 209862. 
20 In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 

DNA17130 comprising the nucleotide sequence of Figure 1 10 (SEQ ID NO:285). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA23466 comprising the nucleotide sequence of Figure 111 (SEQ ID NO:286). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
25 DNA26818 comprising the nucleotide sequence of Figure 1 12 (SEQ ID NO:287). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA37618 comprising the nucleotide sequence of Figure 1 13 (SEQ ID NO:288). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA41732 comprising the nucleotide sequence of Figure 114 (SEQ ID NO:289). 
3® In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 

DNA45980 comprising the nucleotide sequence of Figure 1 15 (SEQ ID NO: 290). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA46372 comprising the nucleotide sequence of Figure 136 (SEQ ID NO:291). 

35 44. PRO1057 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 
proteases, wherein the polypeptide is designated in the present application as "PROI057". 

79 



BNSOOCID: <WO 0053756A2_I_ 



WO 00/53756 



PCT/US00/04341 



10 



15 



In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1057 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO 1057 
polypeptide having amino acid residues 1 to 413 of Figure 118 (SEQ ID NO:296), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PRO 1057 
polypeptide having amino acid residues about 17 to 41 3 of Figure 1 1 8 (SEQ ID NO:296), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA57253-1382 vector deposited on May 14, 1998 as ATCC 209867 which includes the nucleotide sequence 
encoding PRO1057. 

In another embodiment; the invention provides isolated PRO 1057 polypeptide. In particular, the 
invention provides isolated native sequence PRO1057 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 413 of Figure 1 18 (SEQ ID NO:296). Additional embodiments of the 
present invention are directed to PRO1057 polypeptides comprising amino acids about 17 to 413 of Figure 118 
(SEQ ID NO:296). Optionally, the PRO1057 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA57253-1382 vector deposited on May 14, 1998 as ATCC 



209867. 



45. PRO1071 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 
20 thrombospondin, wherein the polypeptide is designated in the present application as "PRO1071 " . 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1071 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO1071 
polypeptide having amino acid residues 1 to 525 of Figure 120 (SEQ ID NO:301). or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
25 high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PRO1071 
polypeptide having amino acid residues about.26 to 525 of Figure 120 (SEQ ID NO:301). or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA58847-1383 vector deposited on May 20, 1998 as ATCC 209879 which includes the nucleotide sequence 
30 encoding PRO 1 07 1 . 

In another embodiment, the invention provides isolated PRO1071 polypeptide. In particular, the 
invention provides isolated native sequence PRO1071 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 525 of Figure 120 (SEQ ID NO:301). Additional embodiments of the 
present invention are directed to PRO1071 polypeptides comprising amino acids about 26 to 525 of Figure 120 
35 (SEQ ID NO:301). Optionally, the PRO1071 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA58847-1383 vector deposited on May 20, 1998 as ATCC 
209879. 
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46. PRO 1072 

Applicants have identified a cDN A clone that encodes a novel polypeptide having homology to reductase 
proteins, wherein the polypeptide is designated in the present application as "PRO1072 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PRO1072 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO1072 
5 polypeptide having amino acid residues 1 to 336 of Figure 122 (SEQ ID NO:303), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PRO 1072 
polypeptide having amino acid residues about 22 to 336 of Figure 122 (SEQ ID NO:303), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
10 under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA58747-1384 vector deposited on May 14, 1998 as ATCC 209868 which includes the nucleotide sequence 
encoding PRO 1 072. 

In another embodiment, the invention provides isolated PRO1072 polypeptide. In particular, the 
invention provides isolated native sequence PRO1072 polypeptide, which in one embodiment, includes an amino 
15 acid sequence comprising residues I to 336 of Figure 122 (SEQ ID NO:303). Additional embodiments of the 
present invention are directed to PRO 1072 polypeptides comprising amino acids about 22 to 336 of Figure 122 
(SEQ ID NO:303). Optionally, the PRO1072 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA58747-1384 vector deposited on May 14, 1998 as ATCC 
209868. 

20 In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 

DNA40210 comprising the nucleotide sequence of Figure 123 (SEQ ID NO:304). 

47. PRO1075 

Applicants have identified a cDN A clone that encodes a novel polypeptide having homology to protein 
25 disulfide isomerase, wherein the polypeptide is designated in the present application as "PRO1075". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1075 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO 1075 
polypeptide having amino acid residues 1 to 406 of Figure 125 (SEQ ID NO:309), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
30 high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PRO1075 
polypeptide having amino acid residues about 30 to 406 of Figure 125 (SEQ ID NO:309), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may" comprise the cDNA insert of the 
DNA57689-1385 vector deposited on May 14, 1998 as ATCC 209869 which includes the nucleotide sequence 
35 encoding PRO 1075. 

In another embodiment, the invention provides isolated PRO 1075 polypeptide. In particular, the 
invention provides isolated native sequence PRO1075 polypeptide, which in one embodiment, includes an amino 
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acid sequence comprising residues 1 to 406 of Figure 125 (SEQ ID NO:309). Additional embodiments of the 
present invention are directed to PRO1075 polypeptides comprising amino acids about 30 to 406 of Figure 125 
(SEQ ID NO:309). Optionally, the PRO 1075 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA57689-1385 vector deposited on May 14. 1998 as ATCC 
209869. 

5 In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 

DNA13059 comprising the nucleotide sequence of Figure 126 (SEQ ID NO:3J0). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA19463 comprising the nucleotide sequence of Figure 127 (SEQ ID NO:31 1). 

10 48. PRQ181 

Applicants have identified a cDNA clone. that encodes a novel polypeptide having homology to the 
cornichon protein, wherein the polypeptide is designated in the present application as "PR0181". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PRO 181. polypeptide. In one aspect, the isolated nucleic acid comprises DN A encoding the PR0181 
polypeptide having amino acid residues 1 to 144 of Figure 129 (SEQ ID NO:322), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0181 
polypeptide: having amino acid residues about 2 1 to 144 of Figure 129 (SEQ ID NO:.322) or amino acid 1 or 
about 21 to X of Figure 129 (SEQ ID NO:322) where X is any amino acid from 52 to 61 of Figure 129 (SEQ 
ID NO:322), or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under 
at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence may 
comprise the cDNA insert of the DNA23330-1390 vector deposited on April 1.4, 1998 as ATCC 209775 which 
includes the nucleotide sequence encoding PR0181. 

In another embodiment, the invention, provides isolated PR0181 polypeptide. In particular, the 
invention provides isolated native sequence PR0181 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 144 of Figure 129 (SEQ ID NO:322). Additional embodiments of the 
present invention are directed to PR0181 polypeptides comprising amino acids about 21 to 144 of Figure 129 
(SEQ ID NO:322) or amino acid 1 or about 21 to X of Figure 129 (SEQ ID NO:322). where X is any amino 
acid from 52 to 61 of Figure 129 (SEQ ID NO:322). Optionally, the PR0181 polypeptide is obtained or is 
obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA23330-1390 vector deposited 
on April 14, 1998 as ATCC 209775. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA13242 comprising the nucleotide sequence of Figure 130 (SEQ ID NO:323). 

35 49. PRQ195 

Applicants have identified a cDN A clone that encodes a novel transmembrane polypeptide, wherein the 
polypeptide is designated in the present application as "PR0195". 



82 



20 



25 



30 



BNSDOCID: <WO 0O53766A2J_> 



WO 00/53756 



PCT/US00/04341 



In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 195 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO 1 95 
polypeptide having amino acid residues 1 to 323 of Figure 132 (SEQ ID NO:330), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0195 
5 polypeptide having amino acid residues about 32 to 323 of Figure 132 (SEQ ID NO:330) or amino acid 1 or 
about 32 to X of Figure 132 (SEQ ID NO:330) where X is any amino acid from 236 to 245 of Figure 1 32 (SEQ 
ID NO:330), or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under 
at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence may 
comprise the cDNA insert of the DNA26847-1395 vector deposited on April 14, 1998 as ATCC 209772 which 
10 includes the nucleotide sequence encoding PR0195. 

In another embodiment, the invention provides isolated PR0195 polypeptide. In particular, the 
invention provides isolated native sequence PRO 1 95 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 323 of Figure 132 (SEQ ID NO:330). Additional embodiments of the 
present invention are directed to PRO 195 polypeptides comprising amino acids about 32 to 323 of Figure 132 
15 (SEQ ID NO:330) or amino acid 1 or about 32 to X of Figure 132 (SEQ ID NO:330), where X is any amino 
acid from 236 to 245 of Figure 132 (SEQ ID NO:330). Optionally, the PR0195 polypeptide is obtained or is 
obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA26847-1395 vector deposited 
on April 14, 1998 as ATCC 209772. 

In another embodiment, the invention provides an expressed sequence tag (EST) comprising the 
20 nucleotide sequence of Figure 133 (SEQ ID NO:331), herein designated DNA15062. 

In another embodiment, the invention provides an expressed sequence tag (EST) comprising the 
nucleotide sequence of Figure 134 (SEQ ID NO:332), herein designated DNA 13 199. 

50. PRQ865 

25 Applicants have identified a cDNA clone that encodes a novel secreted polypeptide, wherein the 

polypeptide is designated in the present application as "PR0865". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0865 polypeptide. In one aspect, the isolated 'nucleic acid comprises DNA encoding the PR0865 
polypeptide having amino acid residues 1 to 468 of Figure 136 (SEQ ID NO:337), or is complementary to such 

30 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0865 
polypeptide having amino acid residues about 24 to 229 of Figure 136 (SEQ ID NO:337), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 

35 DNA53974-1401 vector deposited on April 14, 1998 as ATCC 209774 which includes the nucleotide sequence 
encoding PR0865. 
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In another embodiment, the invention provides isolated PR0865 polypeptide. In particular, the 
invention provides isolated native sequence PR0865 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 468 of Figure 136 (SEQ ID NO:337). An additional embodiment of the 
present invention is directed to a PR0865 polypeptide comprising amino acids about 24 to 468 of Figure 136 
(SEQ ID NO:337). Optionally, the PR0865 polypeptide is obtained or is obtainable by expressing the 
5 polypeptide encoded by the cDNA insert of the DNA53974- 1401 vector deposited on April 1 4, 1 998 as ATCC 
209774. 

In another embodiment, the invention provides an expressed sequence tag (EST) comprising the 
nucleotide sequence of Figure 137 (SEQ ID NO:338), herein designated as DNA37642. 

10 51. PRQ827 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to integrin 
proteins, wherein the polypeptide is designated in the present application as "PR0827". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0827 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRQ827 
polypeptide having amino acid residues 1 to 124 of Figure 139 (SEQ ID NO:346), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0827 
polypeptide having amino acid residues about 23 to 124 of Figure 139 (SEQ ID NO:346), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
20 under high stringency conditions. The isolated nucleic acid sequence may comprise the cDN A insert of the 
DNA57039-1402 vector deposited on April 14, 1998 as ATCC 209777 which includes the nucleotide sequence 
encoding PR0827. 

In another embodiment, the invention provides isolated PR0827 polypeptide. In particular, the 
invention provides isolated native sequence PR0827 polypeptide, which in one embodiment, includes an amino 
25 acid sequence comprising residues 1 to 124 of Figure 139 (SEQ ID NO:346). An additional embodiment of the 
present invention is directed to a PR0827 polypeptide comprising amino acids about 23 to 124 of Figure 139 
(SEQ ID NO:346). Optionally, the PR0827 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA57039-1402 vector deposited on April 14, 1998 as ATCC 
209777. 

30 

52. PRQ1114 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to cytokine 
receptor family-4 proteins, wherein the polypeptide is designated in the present application as "PROl 1 14". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
35 a PROl 114 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PROl 1 14 
polypeptide having amino acid residues 1 to 31 1 of Figure 142 (SEQ ID NO:352), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
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high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PROl 1 14 
polypeptide having amino acid residues about 30 to 31 1 of Figure 142 (SEQ ID NO:352) or amino acid 1 or 
about 30 to X of Figure 142 (SEQ ID NO:352), where X is any amino acid from 225 to 234 of Figure 142 (SEQ 
ID NO:352), or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under 
at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence may 
5 comprise the cDNA insert of the DNA57033-1403 vector deposited on May 27, 1998 as ATCC 209905 which 
includes the nucleotide sequence encoding PRO! 114. 

In another embodiment, the invention provides isolated PROl 114 polypeptide. In particular, the 
invention provides isolated native sequence PROl 1 14 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 31 1 of Figure 142 (SEQ ID NO:352). Additional embodiments of the 
10 present invention are directed to PROl 1 14 polypeptides comprising amino acids about 30 to 3 1 1 of Figure 142 
(SEQ ID NO:352) or amino acid 1 or about 30 to X of Figure 142 (SEQ ID NO:352). where X is any amino 
acid from 225 to 234 of Figure 142 (SEQ ID NO:352). Optionally, the PROl 114 polypeptide is obtained or 
is obtainable by expressing the polypeptide encoded by the cDNA insert of the DN A57033- 1 403 vector deposited 
on May 27, 1998 as ATCC 209905. 
15 ln another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 

DNA48466 comprising the nucleotide sequence of Figure 143 (SEQ ID NO:353). 

A cDNA clone (DNA57033-1403) has been identified that encodes a novel interferon receptor 
polypeptide, designated in the present application as "PROl 1 14 interferon receptor". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
20 a PROll 14 interferon receptor polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 1 14 interferon receptor 
polypeptide having the sequence of amino acid residues from about 1 or about 30 to about 311, inclusive of 
25 Figure 142 (SEQ ID NO:352), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 114 
interferon receptor polypeptide comprising DNA hybridizing to the complement of the nucleic acid between 
about nucleotides 250 or about 337 and about 1182, inclusive, of Figure 141 (SEQ ID NO:35I). Preferably, 
hybridization occurs under stringent hybridization and wash conditions. 
30 In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209905 
(DNA57033-1403) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 209905 (DNA57033-1403). 
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In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 30 to about 311, inclusive of Figure 142 (SEQ ID 
NO:352), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO! 1 14 interferon receptor polypeptide having the sequence of amino acid residues from 
1 or about 30 to about 311, inclusive of Figure 142 (SEQ ID NO:352), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about an 80 % sequence identity, prefereably at least 
about an 85 % sequence identity, more preferably at least about a 90% sequence identity , most preferably at least 
about a 95% sequence identity to (a) of (b), isolating the test DNA molecule- - 

In a specific aspect, the invention provides an isolated nucleic acid'molecule comprising DNA encoding 
a PROl 1 14 interferon receptor polypeptide, with or without the N -terminate gnai sequence and/or the initiating 
methionine, and its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary 
to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as extending from 
about amino acid position 1 to about amino acid position 29 in the sequence of Figure 142 (SEQ ID NO:352). 
The transmembrane domain has been tentatively identified as extending from about amino acid position 230 to 
about amino acid position 255 in the PR014 14 interferon receptor amino acid sequence (Figure 142, SEQ ID 
NO:352). 

20 In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives v most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 30 to about311, inclusive of Figure 142 (SEQ ID NO:352), or (b) 
the complement of the DNA of (a). 

25 Another embodiment is directed to fragments of a PROl 1 14 interferon receptor polypeptide coding 

sequence that may find use as hybridization probes. Such nucleic ac«F fragments are from about 20 to about 80 
nucleotides in length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 
20 to about 50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may 
be derived from the nucleotide sequence shown in Figure 141 (SEQ ID NO:351). 

30 In another embodiment, the invention provides a vector comprising DNA encoding PROl 1 14 interferon 

receptor or its variants. The vector may comprise any of the isolated nucleic acid molecules hereinabove 
identified. 

A host cell comprising such a vector is also provided. By way of example, the host cells may be CHO 
cells, El co!i y or yeast. A process for producing PROl 1 14 interferon receptor polypeptides is further provided 
35 and comprises culturing host cells under conditions suitable for expression of PROl 1 14 interferon receptor and 
recovering PROl 1 14 interferon receptor from the cell culture. 
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In another embodiment, the invention provides isolared PROM 14 interferon receptor polypeptide 
encoded by any of the isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01114 interferon receptor 
polypeptide, which in certain embodiments, includes an amino acid sequence comprising residues J or about 30 
to about 311 of Figure 142 (SEQ ID NO:352). 
5 In another aspect, the invention concerns an isolated PROH14 interferon receptor polypeptide, 

comprising an amino acid sequence having at least about 80% sequence identity, preferably at least about 85% 
sequence identity, more preferably at least about 90% sequence identity, most preferably at least about 95% 
sequence identity to the sequence of amino acid residues 1 or about 30 to about 311, inclusive of Figure 142 
(SEQ ID NO:352). 

10 In a further aspect, the invention concerns an isolated PROH14 interferon receptor polypeptide, 

comprising an amino acid sequence scoring at least about 80% positives, preferably at least about 85 % positives, 
more preferably at least about 90% positives, most preferably at least about 95 % positives when compared with 
the amino acid sequence of residues 1 or about 30 to about 311, inclusive of Figure 142 (SEQ ID NO:352). 

In yet another aspect, the invention concerns an isolated PROI 114 interferon receptor polypeptide, 
15 comprising the sequence of amino acid residues 1 or about 30 to about 31 1, inclusive of Figure 142 (SEQ ID 
NO:352), or a fragment thereof sufficient to provide a binding site for an anti-PROl 1 14 interferon receptor 
antibody. Preferably, the PROI 114 interferon receptor fragment retains a qualitative biological activity of a 
native PROI 1 14 interferon receptor polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
20 molecule under stringent conditions with (a) a DNA molecule encoding a PROI 114 interferon receptor 
polypeptide having the sequence of amino acid residues from about 1 or about 30 to about 311, inclusive of 
Figure 142 (SEQ ID NO:352), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule 
has at least about an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably 
at least about a 90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) 
25 culturing a host cell comprising the test DNA molecule under conditions suitable for expression of the 
polypeptide, and (iii) recovering the polypeptide from the cell culture. 

In another embodiment, the invention provides chimeric molecules comprising a PROI 114 interferon 
receptor polypeptide fused to a heterologous polypeptide or amino acid sequence. An example of such a 
chimeric molecule comprises a PROI 1 14 interferon receptor polypeptide fused to an epitope tag sequence or a 
30 Fc region of an immunoglobulin. 

In another embodiment, the invention provides an antibody which specifically binds to a PROI 1 14 
interferon receptor polypeptide. Optionally, the antibody is a monoclonal antibody. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PROI 114 
interferon receptor polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 114 
35 interferon receptor antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PROI 114 interferon receptor polypeptide by contacting the native PROI 114 interferon receptor 
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polypeptide with a candidate molecule and monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PROl 114 interferon 
receptor polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical ly 
acceptable carrier. 

53. PRQ237 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to carbonic 
anhydrase, wherein the polypeptide is designated in the present application as "PR0237". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0237 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0237 
polypeptide having amino acid residues 1 to 328 of Figure 145 (SEQ ID NO:358), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0237 
polypeptide having amino acid residues about 24 to 328 of Figure 145 (SEQ ID NO:358) or amino acid 1 or 
about 24 to X of Figure 145 (SEQ ID NO:358), where X is any amino acid from 172 to 181 ofFigure 145 (SEQ 
ID NO:358), or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under 
at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence may 
comprise the cDNA insert of the DNA34353-1428 vector deposited oh May 12, 1998 as ATCC 209855 which 
includes the nucleotide sequence encoding PR023 7. 

In another embodiment, the invention provides isolated PR0237 polypeptide. In particular, the 
invention provides isolated native sequence PR0237 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 328 of Figure 145 (SEQ ID NO:358). Additional embodiments of the 
present invention are directed to PR0237 polypeptides comprising amino acids about 24 to 328 of Figure 145 
(SEQ ID NO.-358) or amino acid 1 or about 24 to X of Figure 145 (SEQ ID NO:358), where X is any amino 
acid from 172 to 181 of Figure 145 (SEQ ID NO:358). Optionally, the PR0237 polypeptide is obtained or is 
obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA34353-1428 vector deposited 
on May 12, 1998 as ATCC 209855. 

54. PROS41 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to a trypsin 
30 inhibitor protein, wherein the polypeptide is designated in the present application as "PR054I " . 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0541 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0541 
polypeptide having amino acid residues 1 to 500 of Figure 147 (SEQ ID NO:363), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
35 high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR054I 
polypeptide having amino acid residues about 21 to 500 ofFigure 147 (SEQ ID NO:363), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 

88 



20 



25 



BNSDOCID: <WQ 005375ftA9 I > 



WO 00/53756 



PCT/US00/04341 



under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA45417-1432 vector deposited on May 27, 1998 as ATCC 209910 which includes the nucleotide sequence 
encoding PROS41. 

In another embodiment, the invention provides isolated PR0541 polypeptide. In particular, the 
invention provides isolated native sequence PROS41 polypeptide, which in one embodiment, includes an amino 
5 acid sequence comprising residues 1 to 500 of Figure 147 (SEQ ID NO:363). Additional embodiments of the 
present invention are directed to PR0541 polypeptides comprising amino acids about 21 to 500 of Figure 147 
(SEQ ID NO:363). Optionally, the PR0541 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the. DN A454 1 7- 1432 vector deposited on May 27, 1998 as ATCC 
209910. 

55. PRQ275 ■■■ ,,. • . - . : ., ::v :vr: , -; : s ,.. . 

Applicants have identified a cDNA clone that encodes a novel polypeptide, wherein the polypeptide is 

designated in the present application as tt PR0273",. - ■. .. - - ■ : ■ - : : ; . , 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
15 a PR0273 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0273 
polypeptide having amino acid residues 1 through 1 1 1 of Figure 149 (SEQ ID NO:370), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it undeii?at least moderate, and optionally, 
under high stringency conditions. •: „ - *. : ;: 

In another embodiment, the invention provides isolated- PR0273 polypeptide. In particular, the 
20 invention provides isolated native sequence PR0273 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 111 of Figure 149 (SEQ ID NO:370). 

56. PRO701 ■ . _ 

Applicants have identified a cDNA clone that: encodes: a. novel polypeptide having homology to 
25 neuroligins 1, 2, and 3, wherein the polypeptide is designated in the present application as "PRO701 ". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO701 polypeptide. In. one aspect, the isolated nucleic acid comprises DNA encoding the PRO701 
polypeptide having amino acid residues 1 through 816 of Figure 151 (SEQ ID NO:375), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
30 under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited with the ATCC on March 31 , 1998 which includes the nucleotide sequence encoding PRO701 . 

In another embodiment, the invention provides isolated PRO701 polypeptide. In particular, the 
invention provides isolated native sequence PRO701 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 816 of Figure 151 (SEQ ID NO:375). An additional embodiment 
35 of the present invention is directed to an isolated extracellular domain of a PRO701 polypeptide. Optionally, 
the PRO701 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert 
of the vector deposited with the ATCC on March 31, 1998. 
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57. PRO704 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 
VIP36, wherein the polypeptide is designated in the present application as "PRO704". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO704 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO704 
polypeptide having amino acid residues 1 through 348 of Figure 153 (SEQ ID NO:380), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on March 31. 1998 with the ATCC as DNA509 1 1 - 1 288 , which includes the nucleotide sequence 
encoding PRO704. 

In another embodiment, the invention provides isolated PRO704 polypeptide. In particular, the 
invention provides isolated native sequence PRO704 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 348 of Figure 153 (SEQ ID NO:380). An additional embodiment 
of the present invention is directed to an isolated extracellular domain of a PRO704 polypeptide. Optionally, 
the PRO704 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert 
15 of the vector deposited on March 31, 1998 with the ATCC as DNA5091 1-1288. 
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58. PRO706 

Applicants have identified a cDN A clone that encodes a novel polypeptide having homology to prostatic 
acid phosphatase precursor and lysosomal acid phosphatase precursor, wherein the polypeptide is designated in 

20 the present application as "PRO706". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO706 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO706 
polypeptide having amino acid residues 1 through 480 of Figure 155 (SEQ ID NO:385), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 

25 under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on April 2 1 , 1 998 with the ATCC as DNA48329- 1 290 which includes the nucleotide sequence 
encoding PRO706. 

In another embodiment, the invention provides isolated PRO706 polypeptide. In particular, the 
invention provides isolated native sequence PRO706 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 480 of Figure 155 (SEQ ID NO:385), or comprising residues 19 
through 480 of Figure 155 (SEQ ID NO:385). Optionally, the PRO706 polypeptide is obtained or is obtainable 
by expressing the polypeptide encoded by the cDNA insert of the vector deposited on April 21 , 1 998 with the 
ATCC as DNA48329-1290. 

35 59. PRQ707 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 
cadherins, particularly cadherin FIB3, wherein the polypeptide is designated in the present application as 
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M PRO707\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO707 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO707 
polypeptide having amino acid residues 1 to 916 of Figure 157 (SEQ ID NO:390), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
5 high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the vector 
deposited on May 27 , 1 998 with the ATCC as DN A48306- 1 29 i which includes the nucleotide sequence encoding 
PRO707. 

In another embodiment^ the invention provides isolated PRO707 polypeptide. In particular, the 
fc invention provides isolated native sequence PRO707 polypeptide, which in one embodiment, includes an amino 
10 acid sequence comprising residues 1 to 9i6 of Figure 157 (SEQ ID NO:390). An additional embodiment of the 
present invention is directed to an isolated extracellular domain of a PRO707 polypeptide. Optionally, the 
PRO707 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of 
the vector deposited on May 27, 1 998 with the ATCC as DN A48306- 1291. 



15 60. PRQ322 -•■ "~ - 

Applicants have ; identified a cDN A clone that encodes a novel polypeptide having homology to 
neuropsin; wherein the polypeptide is designated in the present application as TR0322- . 

-In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0322 polypeptide.- In one aspect, the isolated nucleic acid comprises DNA encoding the PR0322 

20 polypeptide having amino acid residues 1 or 24 through 260 of Figure 159 (SEQ ID NO:395), of is 
complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, 
and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA 
insert of the vector deposited on March 1 1 , 1998 as ATCC no. 209669 which includes the nucleotide sequence 
encoding PR0322. 

25 In another embodiment, the invention provides isolated PR0322 polypeptide. In particular, the 

invention provides isolated native sequence PR0322 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 or 24 through 260 of Figure 159 (SEQ ID NO:395). An additional 
embodiment of the present invention is directed to an isolated extracellular domain of a PR0322 polypeptide. 
Optionally, the PR0322 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the 

30 cDNA insert of the vector deposited on March 1 1, 1998 as ATCC no. 209669. 

61. PRQ526 

Applicants have identified a cDN A clone that encodes a novel polypeptide having sequence identity with 
ALS, wherein the polypeptide is designated in the present application as W PR0526 W . 
35 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR0526 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0526 
polypeptide having amino acid residues 1 to 473 of Figure 161 (SEQ ID NO:400), or is complementary to such 
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encoding nucleic acid sequence, and remains stably-bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the vector 
deposited on March 26, 1998 with the ATCC as DNA44184-13 19 which includes the nucleotide sequence 
encoding PR0526- 

In another embodiment, the invention provides isolated PR0526 polypeptide. In particular, the 
invention provides isolated native sequence PR0526 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 473 of Figure 161 (SEQ ID NO:400). Optionally, the PR0526 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
deposited on March 26, 1998 with the ATCC as DNA44184-1319 which includes the nucleotide sequence 
encoding PR0526. 



62. PRQ531 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 
protocadherins, wherein the polypeptide is designated in the present application as "PR0531". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
15 a PR0531 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0531 
polypeptide having amino acid residues I to 789 of Figure 163 (SEQ ID NO:405), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the vector 
deposited on March 26, 1998 as DNA48314-1320 which includes the nucleotide sequence encoding PR0531 . 
20 In another embodiment, the invention provides isolated PR0531 polypeptide. In particular, the 

invention provides isolated native sequence PR0531 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 789 of Figure 163 (SEQ ID NO:405). An additional embodiment of the 
present invention is directed to an isolated extracellular domain of a PR0531 polypeptide. Optionally, the 
PR053 1 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDN A insert of 
25 the vector deposited on March 26, 1998 as DNA483 14-1320. 

63. PRQ534 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 
disulfide isomerase (sometimes referred to herein as protein disulfide isomerase), wherein the polypeptide is 
30 designated in the present application as "PR0534'\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0534 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0534 
polypeptide having amino acid residues I to 360 of Figure 165 (SEQ ID NO:410), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
35 high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the vector 
deposited on March 26, 1998 as DNA48333-1321 which includes the nucleotide sequence encoding PR0534. 
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In another embodiment, the invention provides isolated PR0534 polypeptide. In particular, the 
invention provides isolated native sequence PR0534 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 360 of Figure 165 (SEQ ID NO:410). An additional embodiment of the 
present invention is directed to an isolated extracellular domain of a PR0534 polypeptide. Optionally, the 
PR0534 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of 
5 the vector deposited on March 26, 1998 as DNA48333-1321. 

64. PRQ697 

Applicants have identified a cDN A clone that encodes a novel polypeptide having sequence identity with 
sFRPs, wherein the polypeptide is designated in the present application as "PR:0697 f \ 

10 In one embodiment, the invention provides ah isolated nuctBfc acid molecule comprising DNA encoding 

a PR0697 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0697 
polypeptide having amino acid residues 1 through 295 of Figure 167 (SEQ ID NO:415), or is complementary 
to such encoding nucleic acid sequence, arid remains stably bbtod to it under at least moderate, and optionally, 
under high stringency conditions. Trie isolated nUdeic acid sequerffe may comprise the cDN A insert of the 

15 vector deposited with the ATCC on March 26, 1998 as DNA50920-1325 which includes the nucleotide sequence 
encoding PR0697. ^ A < ; v . .- -, : > ........ • ? . ... 

In another embodiment, the invention provides isolated PR0697 polypeptide. In particular, the 
invention provides isolated native sequence PR0697 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 295 of Figure 167 (SEQ ID NO:415). Optionally , the PR0697 
20 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
deposited with the ATCC on March 26, 1998 as DNA50920-1325. 

65. PRQ717 

Applicants have identified a cDNA clone that encodes a novel 12 transmembrane polypeptide, wherein 
25 the polypeptide is designated in the present application as "PR07i7 B . 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR07 17 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0717 
polypeptide having amino acid residues 1 through 560 of Figure 169 (SEQ ID NO:420), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
30 under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on April 28, 1998 with the ATCC as DN A50988-1326 which includes the nucleotide sequence 
encoding PR0717. 

In another embodiment, the invention provides isolated PR0717 polypeptide. In particular, the 
invention provides isolated native sequence PR0717 polypeptide, which in one embodiment, includes an amino 
35 acid sequence comprising residues 1 through 560 of Figure 169 (SEQ ID NO:420). An additional embodiment 
of the present invention is directed to an isolated extracellular domain of a PR0717 polypeptide. Optionally, 
the PR0717 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert 
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of the vector deposited on April 28, 1998 with the ATCC as DNA50988-1326. 
66. PRQ731 

Applicants have identified acDNA clone that encodes a novel polypeptide having sequence identity with 
protocadherin 4, wherein the polypeptide is designated in the present application as "PR0731 ". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0731 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0731 
polypeptide having amino acid residues 1 through 1 184 of Figure 171 (SEQ ID NO:425), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on March 3 1 , 1 998 with the ATCC as DNA4833 1 - 1 329 which includes the nucleotide sequence 
encoding PR0731. 

In another embodiment, the invention provides isolated PR0731 polypeptide. In particular, the 
invention provides isolated native sequence PR073 1 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 1 1 84 of Figure 171 (SEQ ID NO:425). An additional embodiment 
of the present invention is directed to an isolated extracellular domain of a PR0731 polypeptide. Optionally, 
the PR0731 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert 
of the vector deposited on March 31, 1998 with the ATCC as DNA4833 1-1329. 

67. PRQ218 

Applicants have identified a cDNA clone that encodes a novel multi-transmembrane protein having 
sequence identity with membrane regulator proteins, wherein the polypeptide is designated in the present 
application as " PR02 1 8 " . 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0218 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR02I8 
polypeptide having amino acid residues 1 through 455 of Figure 173 (SEQ ID NO:430), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on April 28, 1998 with the ATCC as DNA30867-1335 which includes the nucleotide sequence 
encoding PR0218. 

30 In another embodiment, the invention provides isolated PR0218 polypeptide. In particular, the 

invention provides isolated native sequence PR02 1 8 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 455 of Figure 173 (SEQ ID NO:430). Optionally, the PR021S 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
deposited on April 28, 1998 with the ATCC as DNA30867-1335. 

35 In another embodiment, the invention provides an expressed sequence tag (EST) sequence comprising 

the nucleotide sequence of Figure 174 (SEQ ID NO:431), designated herein as DNA 14472. 
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In another embodiment, the invention provides an expressed sequence tag (EST) sequence comprising 
the nucleotide sequence of Figure 175 (SEQ ID NO:432), designated herein as DNA 15846. 

68. PRQ768 

Applicants have identified a cDN A clone that encodes a novel polypeptide having sequence identity with 
5 integrins, wherein the polypeptide is designated in the present application as "PR0768\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0768 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0768 
polypeptide having amino acid residues 1 through: 1141 of Figure 177 (SEQ ID NO:437), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
10 under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited .on April 6, 1998 as DNA55737-1345 which includes the nucleotide sequence, encoding 

PR0768. - . : v .. 

In another embodiment,: the invention provides isolated PR0768 polypeptide. In particular, the 
inventiorr provides isolated native sequence* PR0768 polypeptide, which in one embodiment , includes an amino 
15 acid sequence comprising residues, 1 through 1 14 1 of Figure. 1 77 (SEQ ID NO:437). An additional embodiment 
of the present invention is directed to an isolated extracellular domain of a PR0768 polypeptide. Optionally, 
the PR0768 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert 
of the vector deposited on April 6, 1998 as DNA55737-1345. 

20 69. PR0771 . • • : : 

Applicants have identified a cDN A clone that encodes a novel polypeptide having sequence identity with 
testican,; wherein the polypeptide is designated in the present application as M PR077 r. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR0771 polypeptide In one. aspect, the isolated nucleic acid comprises DNA encoding the PR0771 

25 polypeptide having amino acid residues 1 through 436 of Figure 179 (SEQ ID NO:442), or is complementary 
to such encoding nucleic acid sequence, arid remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on April 7, 1998 with the ATCC as DNA49829-1346 which includes the nucleotide sequence 
encoding PR0771. . 

30 In another embodiment, the invention provides isolated PR0771 polypeptide. In particular, the 

invention provides isolated native sequence PR0771 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 436 of.Figure 179 (SEQ ID NO:442). Optionally, the PR0771 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDN A insert of the vector 
deposited on April 7, 1998 with the ATCC as DNA49829rl346. 

35 
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70. PRQ733 

Applicants have identified a cDN A clone that encodes a novel polypeptide having sequence identity with 
the T1/ST2 receptor binding protein, wherein the polypeptide is designated in the present application as 
"PR0733\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
. 5 a PR0733 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0733 
polypeptide having amino acid residues 1 through 229 of Figure 181 (SEQ ID NO:447), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on April 7, 1998 with the ATCC as DNA52 196- 1348 which includes the nucleotide sequence 
10 encoding PR0733 . /. 

In another embodiment, the invention provides isolated PR0733 polypeptide. In particular, the 
invention provides isolated native sequence PR0733 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 229 of Figure 181 (SEQ ID NO:447). An additional embodiment 
of the present invention is directed to an isolated extracellular domain of a PR0733 polypeptide. Optionally, 
15 the PR0733 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert 
of the vector deposited on April 7, 1998 as DNA52196-1348. 

71. PRQ162 

Applicants have identified a cDN A clone that encodes a novel polypeptide having sequence identity with 
20 pancreatitis-associated protein, wherein the polypeptide is designated in the present application as "PR0162\ 
In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 162 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO 162 
polypeptide having amino acid residues 1 through 175 of Figure 183 (SEQ ID NO:452), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
25 under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on May 6, 1998 with the ATCC as DNA56965-1356 which includes the nucleotide sequence 
encoding PRO 162. 

In another embodiment, the invention provides isolated PR0162 polypeptide. In particular, the 
invention provides isolated native sequence PRO 162 polypeptide, which in one embodiment, includes an amino 
30 acid sequence comprising residues 1 through 175 of Figure 183 (SEQ ID NO:452). Optionally, the PR0162 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
deposited on May 6, 1998 with the ATCC as DNA56965-1356. 

72. PRQ788 

35 Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 

antineoplastic urinary protein, wherein the polypeptide is designated in the present application as "PR0788\ 
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In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0788 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRQ788 
polypeptide having amino acid residues 1 through 125 of Figure 185 (SEQ ID NO:454). or is complementary 
to such encoding nucleic acid sequence, and remains siably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
5 vector deposited on May 6. 1998 with the ATCC as DNA56405-I357 which includes the nucleotide sequence 
encoding PR0788. 

In another embodiment, the invention provides isolated PR0788 polypeptide. In particular, the 
invention provides isolated native sequence PR0788 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 125 of Figure 185 (SEQ ID NO:454). An additional embodiment 
10 of the present invention is directed to an isolated extracellular domain of a PR0788 polypeptide. Optionally, 
the PR0788 polypeptide is obtained or. is obtainable by expressing the polypeptide encoded by the cDNA insert 
of the vector deposited on May 6, 1998 with the ATCC as DNA56405-1357. 

73. PRO1008 

15 Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 

dickkopf-1 (dkk-1), wherein the polypeptide is designated^ the present application. as "PRO1.008". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1008 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO1008 
polypeptide having amino acid residues 1 through 266 of Figure 187 (SEQ ID NO:456), or is complementary 

20 to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on May 20, 1998 with the ATCC as DNA57530-1375 which includes the nucleotide sequence 
encoding PRO1008. 

In another embodiment, the invention provides isolated PRO1008 polypeptide. In particular, the 
25 invention provides isolated native sequence PRO1008 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 266 of Figure 1S7 (SEQ ID NO:456). Optionally, the PRO1008 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
deposited on May 20, 1998 with the ATCC as DNA57530-1375. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
30 DNA 1 6508 comprising the nucleotide sequence of Figure 1 88 (SEQ ID NO:457) . 

74. PRO1012 

Applicants have identified a cDN A clone that encodes a novel polypeptide having sequence identity with 
disulfide isomerase and phospholipase C, wherein the polypeptide is designated in the present application as 
35 -PRO1012". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1012 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO1012 
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polypeptide having amino acid residues 1 through 747 of Figure 190 (SEQ ID NO:459), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector depos.ted on May 14, 1 998 with the ATCC as DNA56439- 1 376. which includes the nucleot.de sequence 
encoding PRO1012. 

In another embodiment, the invention provides isolated PRO1012 polypeptide. In particular, the 
invention provides isolated native sequence PROl 012 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 747 of Figure 190 (SEQ ID NO:459). Optionally, the PRO1012 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
deposited on May 14, 1998 with the ATCC as DNA56439-1376. 



75. PRO1014 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 
reductase, wherein the polypeptide is designated in the present application as "PRO1014". 

• In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
15 a PRO1014 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO1014 
polypeptide having amino acid residues 1 through 300 of Figure 192 (SEQ ID NO:464), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on May 20, 1998 as DNA56409-1377 with the ATCC which includes the nucleotide sequence 
20 encoding PRO 1014. 

In another embodiment, the invention provides isolated PRO1014 polypeptide. In particular, the 
invention provides isolated native sequence PROl 01 4 polypeptide, which .n one embodiment, includes an amino 
acid sequence comprising residues 1 through 300 of Figure 192 (SEQ ID NO:464). Optionally, the PRO1014 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
25 deposited on May 20, 1998 as DNA56409-1377 with the ATCC. 

76. PRO1017 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 
HNK-1 sulfotransferase, wherein the polypeptide is designated in the present application as "PRO1017". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1017 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO1017 
polypeptide having amino acid residues 1 through 414 of Figure 194 (SEQ ID NO:466), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on May 20, 1998 with the ATCC as DNA561 12-1379 which includes the nucleotide sequence 
encoding PRO1017. 
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In another embodiment, the invention provides isolated PRO1017 polypeptide. In particular, the 
invention provides isolated native sequence PRO101 7 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 414 of Figure 194 (SEQ ID NO:466). Optionally, the PRO1017 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
deposited on May 20, 1998 with the ATCC as DNA561 12-1379. 

77. PRQ474 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 
dehydrogenase, wherein the polypeptide is designated in the present application as "PR0474". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0474 polypeptide, ^ In one aspect, the isolated nucleic acid comprises DN A encoding the PR0474 
polypeptide having amino acid residues I through:270 of Figure 196 (SEQ ID NO: 468), or is complementary 
to such encoding nucleic acid sequence, and remains -stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on May 14; 1998 with the ATGC as DNA56045-1 380 which includes the nucleotide sequence 
-15 encoding PR0474. 

In another embodiment- the invention provides isolated PR0474 polypeptide. In particular, the 
invention provides isolated native sequence PR0474 polypeptide; which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 270 of Figure 196 (SEQ ID NO:468). Optionally; the PR0474 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
20 deposited on May 14, 1998 with the ATCC as DNA56045-1380.. 

78, PRQ1031 

Applicants have identified a cDN A clone that encodes a novel polypeptide having sequence identity with 
IL-17, wherein the polypeptide is designated in the present application as n PRO103r. 

25 In one embodiment, the invention provides an isolated nucleic acid-molecule comprising DN A encoding 

a PRO 1031 polypeptide; In one aspect, the isolated nucleic acid comprises DNA encoding the PRO 1031 
polypeptide having amino acid residues-1 through 180 of Figure 198 (SEQ ID NO:470), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 

30 vector deposited on May 14, 1998 with the ATCC as DNA59294^1381 which includes the nucleotide sequence 
encoding PRO 1031. 

In another embodiment, the invention provides isolated PRO 1031 polypeptide. In particular, the 
invention provides isolated native sequence PRO103 1 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through-180 of Figure 198 (SEQ ID NO:470). Optionally, the PRO103 ] 
35 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
deposited on May 14, 1998 with the ATCC as DNA59294-1381 . 
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79. PRQ938 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity to 
protein disulfide isomerase. wherein the polypeptide is designated in the present application as "PR0938". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0938 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0938 
polypeptide having amino acid residues 1 to 349 of Figure 200 (SEQ ID NO:472), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0938 
polypeptide having amino acid residues about 23 to 349 of Figure 200 (SEQ ID NO:472) or amino acid 1 or 
about 23 to X of Figure 200 (SEQ ID NO:472), where X is any amino acid from 186 to 195 of Figure 200 (SEQ 
ID NO:472), or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under 
at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence may 
comprise the cDNA insert of the DNA56433-1406 vector deposited on May 12, 1998, as ATCC Accession No. 
209857 which includes the nucleotide sequence encoding PR0938. 

In another embodiment, the invention provides isolated PR0938 polypeptide. In particular, the 
15 invention provides isolated native sequence PR0938 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 349 of Figure 200 (SEQ ID NO:472). Additional embodiments of the 
present invention are directed to PR0938 polypeptides comprising amino acids about 23 to 349 of Figure 200 
(SEQ ID NO:472) or amino acid 1 or about 23 to X of Figure 200 (SEQ ID NO.-472), where X is any amino 
acid from 186 to 195 of Figure 200 (SEQ ID NO:472). Optionally, the PR0938 polypeptide is obtained or is 
20 obtainable by expressing the polypeptide encoded by the cDN A insert of the DNA56433- 1 406 vector deposited 
on May 12, 1998, as ATCC Accession No. 209857. 

80. PRO1082 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 
25 a lectin-like oxidized LDL receptor, wherein the polypeptide is designated in the present application as 
"PRO1082". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1082 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO1082 
polypeptide having amino acid residues 1 through 201 of Figure 202 (SEQ ID NO:477), or is complementary 
30 to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on May 14, 1998 with the ATCC as DNA53912-1457 which includes the nucleotide sequence 
encoding PRO1082. 

In another embodiment, the invention provides isolated PRO1082 polypeptide. In particular, the 
35 invention provides isolated native sequence PRO 1082 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 201 of Figure 202 (SEQ ID NO:477). An additional embodiment 
of the present invention is directed to an isolated domain of a PRO 1082 polypeptide, excluding the 
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transmembrane domain. Optionally, the PRO1082 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the vector deposited on May 14, 1998 with the ATCC as 
DNA53912-1457. 

81. PRO 1083 

5 Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 

a 7TM receptor, latrophilin-related protein 1, and a macrophage restricted cell surface glycoprotein, wherein 
the polypeptide is designated in the present application as "PRO 1083*. 

In one embodiment, the invention provides an isolated nucleic-acid molecule comprising DN A encoding 
a PRO 1083 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO 1083 
10 polypeptide having amino acid residues 1 through 693 of Figure 204 (SEQ ID NO:483), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions, vThe isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited onMay 12 v 1998 with the ATCC as DNA50921-1458 which includes the nucleotide sequence 
encoding PRO 1083. - . - 

In another embodiment,, the invention provides isolated PRO 1083 polypeptide. In particular, the 
invention provides isolated native sequence PRO 1083 polypeptide, which in one embodiment, includes an amino 
acidsequence comprising residues 1 through 693 of Figure 204 (SEQTD NO:483). An additional embodiment 
of the present invention is directed: td an isolated extracellular domain of a PRO1083 polypeptide. Optionally, 
the PRO1083 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert 
20 of the vector, deposited on May 12, 1998 with the: ATCC as DNA5092 1-1458. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA24256 which comprises the nucleotide sequence of Figure 205 (SEQ ID NO:484). 

82. PRO200 

25 The objects of this invention, as defined generally supra , are achieved at least in part by the provision 

- of a novel polypeptide; VEGF-E also herein designated PRO200, (SEQ ID NO:488) and the nucleic acid 
encoding therefor, SEQ ID NO:487, residues 259 through 1293. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a VEGF-E polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the VEGF-E 

30 polypeptide having amino acid residues 1 through 345 of Figure 207 (SEQ ID NO:488), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under low stringency conditions. In 
another embodiment, variants are provided wherein the VEGF-E nucleic acid has single or multiple deletions, 
substitutions, insertions, truncations or combinations thereof. - . 

In another embodiment, the invention provides isolated VEGF-E polypeptide. In particular, the 

35 invention provides an isolated native- sequence VEGF-E polypeptide, which in one embodiment, includes an 
amino acid sequence comprising residues I through 345 of Figure 207 (SEQ ID NO:488). In another 
embodiment, variants are provided wherein the VEGF-E polypeptide has single or multiple deletions, 
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substitutions, insertions, truncations or combinations thereof. 

In yet further embodiments, the present invention is d.rected to compositions useful for treating 
indications where proliferation, survival and/or differentiation of cells is desired, comprising a therapeutically 
effective amount of a VEGF-E polypeptide hereof in admixture with a pharmaceutical^ acceptable carrier. 

The invention further includes associated embodiments of VEGF-E such as modified VEGF-E 
5 polypeptides and modified variants which have the same biological applications as VEGF-E, and pharmaceutical 
compositions incorporating same. Inhibitors of VEGF-E are also provided. 

83. PRQ285 and PRQ286 

Applicants have identified two novel cDNA clones that encode novel human Toll polypeptides, 
10 designated in the present application as PR0285 (encoded by DNA40021-1 154) and PR0286 (encoded by 
DNA42663-I154). 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising a DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
15 identity to (a) a DNA molecule encoding a PR0285 polypeptide having amino acid residues 27 to 839 of Figure 
209 (SEQ ID NO:496); or (b) to a DNA molecule encoding a PR0286 polypeptide having amino acid residues 
27 to 825 of Figure 21 1 (SEQ ID NO:498) or (c) the complement of the DNA molecule of (a) or (b). The 
complementary DNA molecule preferably remains stably bound to such encoding nucleic acid sequence under 
at least moderate, and optionally, under high stringency conditions. 
20 In a further, embodiment, the isolated nucleic acid molecule comprises a polynucleotide that has at least 

about 90%, preferably at least about 95% sequence identity with a polynucleotide encoding a polypeptide 
comprising the sequence of amino acids 1 to 839 of Figure 209 (SEQ ID NO:496); or at least about 90%, 
preferably at least about 95% sequence identity with a polynucleotide encoding a polypeptide comprising the 
sequence of amino acids 1 to 1041 of Figure 211 (SEQ ID NO:498). 
25 In a specific embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 

encoding native or variant PR0285 and PR0286 polypeptides, with or without the N-terminal signal sequence, 
and with or without the transmembrane regions of the respective full-length sequences. In one aspect, the 
isolated nucleic acid comprises DNA encoding a mature, full-length native PR0285 or PR0286 polypeptide 
having amino acid residues 1 to 1049 of Figure 209 (SEQ ID NO.-496) and 1 to 1041 of Figure 21 1 (SEQ ID 
30 NO: 498), or is complementary to such encoding nucleic acid sequence. In another aspect, the invention 
concerns an isolated nucleic acid molecule that comprises DNA encoding a native PR0285 or PR0286 
polypeptide without an N-terminal signal sequence, or is complementary to such encoding nucleic acid sequence. 
In yet another embodiment, the invention concerns nucleic acid encoding transmembrane-domain deleted or 
inactivated forms of the full-length native PR0285 or PR0286 proteins. 
35 In another embodiment, the invention the isolated nucleic acid molecule comprises the clone 

(DNA4002 1-1 154) deposited on October 17, 1997, under ATCC number 209389; or the clone (DNA42663- 
1 154) deposited on October 17, 1997, under ATCC number 209386. 
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In yet another embodiment, the invention provides a vector comprising DNA encoding PR0285 and 
PR0286 polypeptides, or their variants. Thus, the vector may comprise any of the isolated nucleic acid 
molecules hereinabove defined. 

In another embodiment, the invention provides isolated PR0285 and PR0286 polypeptides. In 
particular, the invention provides isolated native sequence PR0285 and PR0286 polypeptides, which in one 
5 embodiment, include the amino acid sequences comprising residues 1 to 1049 and 1 to 1041 of Figures 209 and 
211 (SEQ ID NOS:496 and 498), respectively. The invention also provides for variants of the PR0285 and 
PR0286 polypeptides which are encoded by any of the isolated nucleic acid molecules hereinabove defined. 
Specific variants include, but are not limited to. deletion (truncated) variants of the full-length native sequence 
PR0285 and PR0286. polypeptides which lack the respective N-terminal signal sequences and/or have their 
10 respective transmembrane and/or cytoplasmic domains deleted or. inactivated. 

The invention also specifically includes antibodies with duaj specificities, e.g., bispecific antibodies 
binding more than one Toll. polypeptide. 

In yet another embodiment., the invention cpncei^ agonis^ and antagonists of the nat 
PR 0286 Polypeptides, In a particular embodiment, me agonist or antajpnist is an anti,PR0285 or anti-PR0286 
15 antibody. ... . .. ...... . * 

In a Anther emblem, .the inveiuion.concenis screening assays* idemify agonists or antagonists.of 
the native PR0285 and PR0286 polypeptides. 

- a still.mrd^ embodiment, the invention concerns a composition comprising a PR0285 or PR0286 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
20 acceptable carrier. . . . ...... , , 

■The invention further concerns a composition comprising an antibody specifically binding a PR0285 
or PR0286 polypeptide, in combination with a pharmaceutically acceptable carrier. " 

The invention also concerns a method of treating septic shock comprising administering to a patient an 
effective amount of an antagonist of a PR0285 or PR0286 polypeptide. In a specific embodiment, the antagonist 
25 is a blocking antibody specifically binding. a native PR0285 or PR0286 polypeptide,'; 

PRQ213-1. PRO1330 and PR0 1449 

The present invention concerns compositions and methods for the diagnosis and treatment of neoplastic 
cell growth and proliferation in mammals, including humans. The present invention is based on the identification 
30 of genes that are amplified in the genome of tumor cells. Such gene amplification is expected to be associated 
with the overexpression of the gene product and contribute to tumorigenesis. Accordingly, the proteins encoded 
by the amplified genes are believed to be useful targets for the diagnosis and/or treatment (including prevention) 
of certain cancers, and may act as predictors of the prognosis of rumor treatment. . 

In one embodiment, the present invention provides an isolated nucleic acid molecule comprising DNA encoding 
35 aPR0213-l, PRO1330 and/or PR01449 polypeptide. In one aspect, the isolated nucleic acid comprises DNA 
encoding thePR0213-I, PRO 1330 and/or PROl 449 polypeptide having amino acid residues 1 to 295 of Figure 
213 (SEQ ID NO:506). 20 to 273 of Figure 215 (SEQ ID NO:508) and 20 to 273 of Figure 217 (SEQ ID 
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NO:510), respectively, or is complementary to such encoding nucleic acid sequence, and remains stably bound 
to it under at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid 
sequence may comprise the cDN A insert of the vector designated as DN A30943- 1 1 63 ( ATCC 20979 1 ) deposited 
on April 21, 1998; DNA64907-1 163-1 (ATCC 203242) deposited on September 9, 1998 and/or DNA64908- 
1 163-1 (ATCC 203243) deposited on September 9, 1998. 
5 In another embodiment, the present invention comprises an isolated nucleic acid molecule having at least 

about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least about 
90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule encoding 
a PR0213-1 , PRO1330 and/or PR01449 polypeptide having amino acid residues 1 to 295 of Figure 213 (SEQ 
ID NO:506), 20 to 273 of Figure 215 (SEQ ID NO:508) and 20 to 273 of Figure 217 (SEQ ID NO:510), 
10 respectively; or (b) the complement of the DNA molecule of (a). 

In another embodiment, the invention provides an isolated PR02I3-1, PRO 1330 and/or PRO 1449 
polypeptide. In particular, the invention provides isolated native sequence PR0213-1, PRO1330 and/or 
PRO 1 449 polypeptide, which in one embodiment, includes an amino acid sequence comprising residues 1 to 295 
of Figure 213 (SEQ ID NO:506), 20 to 273 of Figure 215 (SEQ ID NO:508) or 20 to 273 of Figure 217 (SEQ 
15 ID NO:510), respectively. Optionally, the PR0213-1, PRO1330 and/or PR01449 polypeptide is obtained or 
obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA30943-1 163 (ATCC 209791), 
DNA64907-1 163-1 (ATCC 203242) or DNA64908-1 163-1 (ATCC 203243). 

In another aspect, the invention provides an isolated PR0213-I, PRO1330, and/or PR01449 
polypeptide, comprising an amino acid sequence having at least about 80% sequence identity, preferably at least 
20 about 85% sequence identity, more preferably at least about 95% sequence identity to amino acid residues 1 to 
295 of Figure 213 (SEQ ID NO:506), 20 to 273 of Figure 215 (SEQ ID NO:508) or 20 to 273 of Figure 217 
(SEQ ID NO:510), inclusive. 

In yet another embodiment, the invention provides an isolated PR0213-1, PRO 1330, and/or PRO 1449 
polypeptide, comprising the amino acid residues 1 to 295 of Figure 213 (SEQ ID NO:506). 20 to 273 of Figure 
25 215 (SEQ ID NO:508) or 20 to 273 of Figure 217 (SEQ ID NO:510), or a fragment thereof sufficient to provide 
a binding site for an anti-PR0213-l , anti-PRO1330 and/or anti-PR01449 antibody. Preferably, the PR0213-1 , 
PRO 1330, and/or PRO 1449 fragment retains a qualitative biological activity of a native PR0213-1, PRO 1330, 
and/or PRO 1449 polypeptide. 

In a further aspect, the invention concerns an isolated PR0213-1, PRO 1330, and/or PRO 1449 
30 polypeptide, comprising an amino acid sequence scoring at least about 80% positives, preferably at least about 
85 % positives, more preferably at least about 90% positives, most preferably at least about 95 % positives when 
compared with the amino acid sequence of residues 1 to 295 of Figure 213 (SEQ ID NO:506), 20 to 273 of 
Figure 215 (SEQ ID NO:508) and 20 to 273 of Figure 217 (SEQ ID NO:510), respectively. 

In still a further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
35 molecule under stringent conditions with: (a) a DNA molecule encoding a PR0213-1, PRO1330, and/or 
PR0144?:pplypeptide having the amino acid residues from 1 to 295 of Figure 213 (SEQ ID NO:506), 20 to 273 
of Figure 215 (SEQ ID NO:508) and 20 to 273 of Figure 217 (SEQ ID NO:510), respectively: or the 



104 



BNSDOCID: <WQ 0053756A2_I_> 



WO 00/53756 



PCT/US00/0434I 



complement of the DNA molecule of (a), and if said test DNA molecule has at least about an 80% sequence 
identity to (a) or (b), (ii) culturing a host cell comprising said test DNA molecule under conditions suitable for 
the expression of said polypeptide, and (iii) recovering said polypeptide from the cell culture. 

In one embodiment, the present invention concerns an isolated antibody which binds a PR0213-1, 
PRO1330 and/or PR01449 polypeptide. In one aspect, the antibody induces death of a cell overexpressing a 
5 PR0213-1 , PROI330 and/or PR01449 polypeptide. In another aspect, the antibody is a monoclonal antibody, 
which preferably has nonhuman complementarity determining, region (CDR) residues and human framework 
region (FR) residues. The antibody may be labeled and may be immobilized on a solid support. In a further 
aspect, the antibody is an antibody- fragment,, a single-chain antibody, or an anti-id iotypic antibody. 

In another embodiment, the invention concerns a composition comprising an antibody which binds a 
10 PR0213-1 , PRO1330 and/or PR01449 polypeptide in admixture with a pharmaceutical^ acceptable carrier. 
In one aspect, the composition comprises a therapeutically effective amount of the antibody. In another aspect, 
the composition comprises a further active ingredient,: which may,; for example; be_ a further antibody or a 
cytotoxic or chemotherapeutic agent. Preferably, the composition is sterile. 

In a further embodiment, the invention concefhs nucleic acid encoding an ami-PR0213-l , anti-PRO1330 
15-' and/or anti-PRO 1449 antibody,: and; vectors. and recombinant host cells comprising. such nucleic acid. 

The invention further concerns antagonists and agonists of a PR0213-1, PRO 1330 and/or PRO 1449 
polypeptide that inhibit one-or more of the functions or activities of the PR0213-1, PRO1330 and/or PR01449 

polypeptide. * - :: • - '-r.::^--'. .■ "••■■--* .: - 

In a further embodiment, the invention: concernsasolated nucleic acid molecules that hybridize to the 
20 complement of the nucleic acid: molecules encoding the PR02 13-1, PRO 1330 and/or PRO 1449 polypeptides. 
The nucleic acid preferably is DNA; and hybridization preferably occurs under stringent conditions. Such 
nucleic acid molecules can act as antisense molecules of the amplified genes identified herein, which, in turn, 
can find use in the modulation of the respective amplified genes, or as antisense primers in amplification 
reactions. Furthermore; such sequences can he used as part of ribozyme and/or triple helix sequence which, 
25 in turn, may be used in regulation of the amplified genes. 

In another embodiment, the invention concerns a method for determining the presence of a PR0213-1 , 
PROl 330 and/or PR01449 polypeptide comprising exposing a ceil suspected of containing the PR0213-1, 
PRO1330 and/or PR01449 polypeptide to an anti^PR0213-l, PRO 1330 and/or PR01449 antibody and 
determining binding of the antibody to the cell. 
30 In vet another embodiment, the present invention concerns a method of diagnosing tumor in a mammal , 

comprising detecting the level of expression of a gene encoding a PR0213-1, PRO1330 and/or PR01449 
polypeptide (a) in a test sample of tissue cells obtained from the mammal , and (b) in a control sample of known 
normal tissue cells of the same cell type, wherein a higher expression level in the test sample indicates the 
presence of tumor in the mammal from which the test tissue cells were obtained. 
35 In another embodiment, the present invention concerns a method of diagnosing tumor in a mammal, 

comprising (a) contacting an anti-PR02 13-1, anti-PRO 13 30 and/or anti-PR01449 antibody with a test sample 
of tissue cells obtained from the mammal, and (b) detecting the formation of a complex between the anti- 
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PR0213-1, anti-PRO1330 and/or anti-PRO!449 antibody and the PR0213-1, PROI330 and/or PR01449 
polypeptide in the test sample. The detection may be qualitative or quantitative, and may be performed in 
comparison with monitoring the complex formation in a control sample of known normal tissue cells of the same 
cell type. A larger quantity of complexes formed in the test sample indicates the presence of tumor in the 
mammal from which the test tissue cells were obtained. The antibody preferably carries a detectable label. 
5 Complex formation can be monitored, for example, by light microscopy, flow cytometry, fluorimetry , or other 
techniques known in the an. The test sample is usually obtained from an individual suspected to have neoplastic 
cell growth or proliferation (e.g. cancerous cells). 

In another embodiment, the present invention concerns a cancer diagnostic kit, comprising an anti- 
PR0213-1, anti-PRO1330 and/or anti-PR01449 antibody and a carrier (e.g. a buffer) in suitable packaging. 
10 The kit preferably contains instructions for using the antibody tf detect the PR0213-1, PRO1330 and/or 
PRO 1449 polypeptide. 

In yet another embodiment, the invention concerns a method for inhibiting the growth of rumor cells 
comprising exposing a cell which overexpresses a PR0213-1, PRO1330 and/or PR01449 polypeptide to an 
effective amount of an agent inhibiting the expression and/or activity of the PR0213-1, PRO1330 and/or 
15 PR01449 polypeptide. The agent preferably is an anti-PR0213-'l, anti-PRO1330 and/or anti-PR01449 
antibody, a small organic and inorganic molecule, peptide, phosphopeptide, antisense or ribozyme molecule, or 
a triple helix molecule. In a specific aspect, the agent, e.g. anti-PR02I3-l, anti-PRO1330 and/or anti-PR01449 
antibody induces cell death. In a further aspect, the tumor cells are further exposed to radiation treatment and/or 
a cytotoxic or chemotherapeutic agent. 

20 In a f u"her embodiment, the invention concerns an article of manufacture, comprising: 

a) a container; 

b) a label on the container; and 

c) a composition comprising an active agent contained within the container; wherein the composition is 
effective for inhibiting the growth of rumor cells, the label on the container indicates that the composition can 

25 be used for treating conditions characterized by overexpression of a PR0213-1, PRO1330 and/or PR01449 
polypeptide, and the active agent in the composition is an agent inhibiting the expression and/or activity of the 
PR0213-1, PRO1330 and/or PRO 1449 polypeptide. In a preferred aspect, the active agent is an anti-PR02 13-1. 
anti-PRO1330 and/or anti-PR01449 antibody. 

In yet a further embodiment, the invention provides a method for identifying a compound capable of 

30 inhibiting the expression and/or activity of a PR0213-1 , PRO1330 and/or PR01449 polypeptide, comprising 
contacting a candidate compound with a PR0213-1, PRO1330 and/or PR01449 polypeptide under conditions 
and for a time sufficient to allow these two components to interact. In a specific aspect, either the candidate 
compound or the PR0213-1, PRO1330 and/or PR01449 polypeptide is immobilized on a solid support. In 
another aspect, the non-immobilized component carries a detectable label. 

35 
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85. PRQ298 

Applicants have identified a cDNA clone that encodes a novel polypeptide. The DNA is designated in 
the present application as "DNA39975-1210-, encoding a novel multi-transmembrane protein, referred to as 
"PR0298". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA having 
5 at least about 80%, preferably at least about 85%, more preferably at least about 90%, most preferably at least 
about 95 % sequence identity to (a) a DNA molecule encoding PR0298, comprising the sequence of amino acids 
1 to 364 of Figure 219 (SEQ ID NO:515), or (b) the complement of the DNA molecule of (a). In one aspect, 
the isolated nucleic acid comprises DNA encoding a PR0298 polypeptide having amino acid residues 1 to 364 
of Figure 219 (SEQ ID NO:515), or is complementary to such encoding nucleic acid sequence, and remains 
10 stably bound to it under at least moderate, and optionally, under high stringency conditions. 

In a further embodiment, the invention, concerns. an isolated nucleic acid molecule comprising DNA 
having at least an 80% sequence identity to (a) a DNA molecule encoding the same mature polypeptide encoded 
by the human protein cDNA in ATCC Deposit No. 209783 (DNA39975-1210), or (b) the complement of the 
DNA molecule of (a). . rr ~ 

15, In a sti*l further embodiment, the invention concerns nucleic acid which comprises a DNA molecule 

encoding the same mature polypeptide encoded; by the human protein cDNA irr ATCC Deposit No. 209783 
(PNA39975-1210). 

In another embodiment, the invention provides isolated PR0298 polypeptide. In particular, the 
invention provides isolated native sequence PR0298 polypeptide,, which in one embodiment, includes an amino 
20 acid sequence comprising residues 1 to 364 of Figure 219 (SEQ ID NO:515). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated DNA26832 
comprising me nucleotide.sequence of Figure 220 (SEQ ID NO:5 16). ^ 

86. PRQ337 : , . : i 

25 Applicants have identified a cDNA clone (DNA43 3 16-1237) that encodes a novel polypeptide, 

designated m me present application as "PRQ337^ . 

In one embodiment, the invention provides an isolated nucleic acid molecule having at least about 80% 
sequence identity to (a). a DNA molecule encoding a PR0337 polypeptide comprising the sequence of amino 
acids 1 to 344 of Figure 222 (SEQ ID NO:523), or (b) the complement of the DNA molecule of (a). The 

30 sequence identity preferably is about 85%, more preferably about 90%, most preferably about 95 % . In one 
aspect, the isolated nucleic acid has at least about 80%, preferably at least about 85% , more preferably at least 
about 90% , and most preferably at least about 95 (including 96, 97, 98 and. 99%) sequence identity with a 
polypeptide having amino acid residues 1 to 344 of Figure 222 (SEQ ID NO:523). Preferably, the highest 
degree of sequence identity occurs within the immunoglobulin and major histocompatibil ity domains (amino acids 

35; 1 13 to 130 of Figure 222, SEQ ID NO:523). 

In a further embodiment, the isolated nucleic acid molecule comprises DNA encoding a neurotrimin 
polypeptide having amino acid residues 1 to 344 of Figure 222 (SEQ ID NO:523), or is complementary to such 
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encoding nucleic acid sequence, and remains stably bound to it under a. least moderate, and optionally, under 
high stringency conditions. In another aspect, the invention provides a nucleic acid of the full length protein of 
clone DNA43316-1237, deposited with the ATCC under accession number ATCC 209487, alternatively the 
coding sequence of clone DNA43316-1237, deposited under accession number ATCC 209487. 

In yet another embodiment, the invention provides isolated PR0337 polypeptide. In particular, the 
5 invention provides isolated native sequence PR0337 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 344 of Figure 222 (SEQ ID NO:523). Native PR0337 polypeptides with 
or without the native signal sequence (amino acids 1 to about 28 in Figure 222 (SEQ ID NO:523). and with or 
without the initiating methionine are specifically included. Alternatively, the invention provides a PR0337 
polypeptide encoded by the nucleic acid deposited under accession number ATCC 209487. 
10 In yet another embodiment, the invention provides an expressed sequence tag (EST) comprising the 

nucleotide sequences identified in Figure 223 as DNA42301 (SEQ ID NO:524). 

87. PRO403 

Applicants have identified a cDNA clone (DNA55800-1263) that encodes a novel polypeptide. 
15 designated in the present application as "PRO403". 

In one embodiment., the invention provides an isolated nucleic acid molecule having at least about 80% 
sequence identity to (a) a DNA molecule encoding a PRO403 polypeptide comprising the sequence of amino 
acids 1 to 736 of Figure 225 (SEQ ID NO:526), or (b) the complement of the DNA molecule of (a). The 
sequence identity preferably is about 85%, more preferably about 90%, most preferably about 95%. In one 
20 aspect, the isolated nucleic acid has at least about 80%, preferably at least about 85%, more preferably at least 
about 90%, and most preferably at least about 95% sequence identity with a polypeptide having amino acid 
residues 1 to 736 of Figure 225 (SEQ ID NO:526). Preferably, the highest degree of sequence identity occurs 
within: (1) the putative N-glycosylatation sites (amino acid residues 132, 136, 177, 237, 282, 349, 505, 598 and 
606; (2) Cys residues conserved with the Kell blood group protein family (amino acid residues 65, 70, 88 and 
25 96) and the putative zinc binding motif (amino acid residues 570-579). 

In a further embodiment, the isolated nucleic acid molecule comprises DNA encoding a PRO403 
polypeptide having amino acid residues 1 to 736 of Figure 225 (SEQ ID NO:526), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the invention provides a nucleic acid of the full length protein of 
30 clone DNA55800-1263, deposited with the ATCC under accession number ATCC 209680, alternatively the 
coding sequence of clone DNA55800-1263, deposited under accession number ATCC 209680. 

In yet another embodiment, the invention provides, isolated PRO403 polypeptide. In particular, the 
invention provides isolated native sequence PRO403 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 736 of Figure 225 (SEQ ID NO:526). Native PRO403 polypeptides with 
35 or the initiating methionine are specifically included. Alternatively, the invention provides a PRO403 
polypeptide encoded by the nucleic acid deposited under accession number ATCC 209680. 
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In yet another embodiment, the invention provides an expressed sequence tag (EST) and other sequence 
fragments comprising the nucleotide sequences identified herein as DNA34415 (Figure 226; SEQ ID NO:527); 
DNA49830 (Figure 227 ; SEQ ID NO:528) and DNA49831 (Figure 228; SEQ ID NO:529). 

88. Additional Embodiments 

5 In other embodiments of the present invention, the invention provides vectors comprising DNA 

encoding any of the herein described polypeptides. Host cell comprising any such vector are also provided. By 
way of example, the host cells may be CHO cells, £. coli, or yeast. A process for producing any of the herein 
described polypeptides is further providedand comprises eulturmg. host cells under conditions suitable for 
expression of the desired polypeptide and recovering the desired polypeptide from, the cell culture.' " 
10 In other embodiments, the invention provides chimeric molecules comprising any of the herein described 

polypeptides fused to a heterologous. poiypeptide.or ammo acid sequence . Example of such chimeric molecules 
comprise any of the herein described polypeptides fused to an epitope tag sequence or a Fc region of an 

immunoglobulin. ; , . . r ..:: V ;... >i: .,,> ,.v : ., c: ^v ^ :v ..~, J7 , : - N * i - : , ; 

In another embodiment* the invention.pravidesan antibody which specifically binds to any of the above 
15 or below described, polypeptides.- ,.Optionally v ; .the. antiK63y < is a monoclonal antibody; humanized antibody, 
antibody fragment or single-chain antibody. - _ ; . . : " • v 

In yet other embodiments,. the mvention-provides oligonucleotide probes useful for isolating genomic 
and c DNA nucleotide sequences of as antisense probes, wherein those probes may be derived from any of the 
above or below described nucleotide sequences. j 
20 In other embodiments, theinvention provides an isolated nucleic acid molecule comprising a nucleotide 

sequence that encodes a PRO polypeptide. 

In one aspect, the isolated nucleic acid molecule comprises a nucleotide sequence having at least about 
80% sequence identity, preferably at least about 81% sequence identity, more preferably at least about 82% 
sequence identity, yet more preferably at least about 83 % sequence identity, .yet more preferably at least about 
25. 84% sequence identity, yet more preferably at least about 85% sequence identity, yet more preferably at least 
about 86% sequence identity, yet more preferably at least about 87% sequence identity, yet more preferably at 
least about 88% sequence identity, yet more preferably at least about 89% sequence identity, yet more preferably 
at least about 90% sequence identity, yet more preferably :at least aoout 91 % sequence identity, yet more 
preferably at least about 92% sequence identity, yet more preferably at least about 93% sequence identity, yet 
30 more preferably at least about 94% sequence identity, yet more preferably at least about 95% sequence identity, 
yet more preferably at least about 96% sequence identity, yet more preferably at least about 97% sequence 
identity, yet more preferably at least about 98%. sequence identity and yet more preferably at least about 99% 
sequence identity to (a) a DNA molecule encoding a PRO polypeptide having a full-length amino acid sequence 
as disclosed herein, an amino acid sequence lacking the signal peptide as disclosed herein, an extracellular 
35 domain of a transmembrane protein, with or without, the signal peptide, as disclosed herein or any other 
specifically defined fragment of the full-length amino acid sequencers disclosed herein, or (b) the complement 
of the DNA molecule of (a). 



109 



BNSCXXID: <WO 0053756A2_I_> 



WO 00/53756 



PCT/US00/0434I 



10 



In other aspects, the isolated nucleic acid molecule comprises a nucleotide sequence having at leas, about 
80% sequence identity, preferably at least about 81 % sequence identity, more preferably at leas, about 82% 
sequence identity, yet more preferably at least about 83 % sequence identity, yet more preferably at least about 
84% sequence identity, yet' more preferably at least about 85% sequence identity, yet more preferably at leas, 
about 86% sequence identity, yet more preferably at least about 87% sequence identity, yet more preferably a. 
least about 88% sequence identity, yet more preferably at least about 89% sequence identity, yet more preferably 
at least about 90% sequence identity, yet more preferably at least about 91 % sequence identity, yet more 
preferably at least about 92% sequence identity, yet more preferably at least about 93% sequence identity, yet 
more preferably at least about 94% sequence identity, yet more preferably at least about 95 % sequence identity, 
yet more preferably at least about 96% sequence identity, yet more preferably at least about 97% sequence 
identity, yet more preferably at least about 98% sequence identity and yet more preferably at least about 99% 
sequence identity to (a) a DNA molecule comprising the coding sequence of a full-length PRO polypeptide cDNA 
as disclosed herein, the coding sequence of a PRO polypeptide lacking the signal peptide as disclosed herein, 
the coding sequence of an extracellular domain of a transmembrane PRO polypeptide, with or without the signal 
peptide, as disclosed herein or the coding sequence of any other specifically defined fragment of the full-length 
15 amino acid sequence as disclosed herein, or (b) the complement of the DNA molecule of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising a nucleotide 
sequence having at least about 80% sequence identity, preferably at least about 81 % sequence identity, more 
preferably at least about 82% sequence identity, yet more preferably at least about 83% sequence identity, yet 
more preferably at least about 84 % sequence identity, yet more preferably at least about 85 % sequence identity, 
yet more preferably at least about 86% sequence identity, yet more preferably at least about 87% sequence 
identity, yet more preferably at least about 88% sequence identity, yet more preferably at least about 89% 
sequence identity, yet more preferably at least about 90% sequence identity, yet more preferably at least about 
91 % sequence identity, yet more preferably at least about 92% sequence identity, yet more preferably at least 
about 93% sequence identity, yet more preferably at least about 94% sequence identity, yet more preferably at 
25 least about 95 % sequence identity, yet more preferably at least about 96 % sequence identity, yet more preferably 
at least about 97% sequence identity, yet more preferably at least about 98% sequence identity and yet more 
preferably at least about 99% sequence identity to (a) a DNA molecule that encodes the same mature polypeptide 
encoded by any of the human protein cDNAs deposited with the ATCC as disclosed herein, or (b) the 
complement of the DNA molecule of (a). 

Another aspect the invention provides an isolated nucleic acid molecule comprising a nucleotide 
sequence encoding a PRO polypeptide which is either transmembrane domain-deleted or transmembrane domain- 
inactivated, or is complementary to such encoding nucleotide sequence, wherein the transmembrane domain(s) 
of such polypeptide are disclosed herein. Therefore, soluble extracellular domains of the herein described PRO 
polypeptides are contemplated. 

Another embodiment is directed to fragments of a PRO polypeptide coding sequence, or the complement 
thereof, that may find use as, for example, hybridization probes, for encoding fragments of a PRO polypeptide 
that may optionally encode a polypeptide comprising a binding site for an anti-PRO antibody or as antisense 
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oligonucleotide probes. Such nucleic acid fragments are usually at least about 20 nucleotides in length, 
preferably at least about 30 nucleotides in length, more preferably at least about 40 nucleotides in length, yet 
more preferably at least about 50 nucleotides. in length, yet more preferably at least about 60 nucleotides in 
length, yet more preferably at least about 70 nucleotides in length, yet more preferably at least aboui 80 
nucleotides in length, yet more preferably at least about 90 nucleotides in length, yet more preferably a. least 
5 about 100 nucleotides in length, yet more preferably at least about 1 10 nucleotides in length, yet more preferably 
at least about 120. nucleotides in length, yet more preferably at least about 130 nucleotides in length, yet more 
preferably at least about 140 nucleotides in length, yet more preferably at least about 1 50 nucleotides in length, 
yet more preferably at least about 160 nucleotides in length, yet more preferably at least about 170 nucleotides 
in length, yet more preferably at least about 180 nucleotides in length, yet more preferably at least about 190 
10 nucleotides in length, yet more preferably at least about 200 nucleotides in length, yet more preferably at" least 
about 250 nucleotides in length, yet more preferably at least about300 nucleotides in length, yet more preferably 
at least about 350 nucleotides in length, yet more preferably at least about 400 nucleotides in length, yet more 
preferably at least about 450 mipleotides in length, yet more preferably at least about 500 nucleotides in length, 
yet more preferably at least about ^nucleotides in length, yet more preferably at least about 700 nucleotides 
15 in length, yet more preferably at least,about:8Q0 nucleotides in lengthy yet more preferably at least about 900 
nucleotides in length and yet more preferably at least about 1 000 nucleotides in length, wherein in this context 
the term "about" means the referenced nucleotide sequence length plus or minus 10% of that referenced length. 
It is noted that novel fragments of a. PROpolypeptide-eneoding nucleotide sequence may be determined in a 
routine manner by aligning the PRO polypeptide-encoding nucleotide sequence with other known nucleotide 
20 sequences using any of a number of well known sequence alignment . programs and determining which PRO 
polypeptide-encoding nucleotide sequence fragment(s) are novel. All of such PRO polypeptide-encoding 
nucleotide sequences are contemplated herein. Also contemplated are the PRO polypeptide fragments encoded 
by these nucleotide molecule, fragments, preferably those PRO polypeptide fragments that comprise a binding 
site for an anti-PRO antibody, 

25 In another embodiment, the invention provides isolated PRO polypeptide encoded by any of the isolated 

nucleic acid sequences hereinabove identified. 

In a certain aspect, the invention concerns an isolated PRO polypeptide; comprising an amino acid 
sequence having at least about.80% sequence identity, preferably at least about 81% sequence identity, more 
preferably at least about 82% sequence identity, yet more preferably at least about 83% sequence identity, yet 
30 more preferably at least about 84 % sequence identity, yet more preferably at least about 85 % sequence identity, 
yet more preferably at least about 86% sequence identity, yet more preferably at least about 87% sequence 
identity, yet more preferably at least about 88% sequence identity, yet more preferably at least about 89% 
sequence identity, yet more preferably at least about 90% sequence identity, yet more preferably at least about 
91% sequence identity, yet more. preferably, at least.about 92% sequence identity, yet more preferably at least 
about 93% sequence identity, yet more preferably at least about 94% sequence identity, yet more preferably at 
least about 95% sequence identity, yet more preferably at least about 96% sequence identity, yet more preferably 
at least about 97% sequence, identity, yet more preferably at least about 98% sequence identity and yet more 
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preferably at least about 99% sequence identity to a PRO polypeptide having a full-length amino acid sequence 
as disclosed herein, an amino acid sequence lacking the signal peptide as disclosed herein, an extracellular 
domain of a transmembrane protein, with or without the signal peptide, as disclosed herein or any other 
specifically defined fragment of the full-length amino acid sequence as disclosed herein. 

In a further aspect, the invention concerns an isolated PRO polypeptide comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 81% sequence identity, more 
preferably at least about 82% sequence identity, yet more preferably at least about 83% sequence identity, ye. 
more preferably at least about 84% sequence identity, yet more preferably at least about 85 % sequence identity, 
yet more preferably at least about 86% sequence identity, yet more preferably at least about 87% sequence 
identity, yet more preferably at least about 88% sequence identity, yet more preferably at least about 89% 
sequence identity, yet more preferably at least about 90% sequence identity, ye, more preferably at least about 
91 % sequence identity, yet more preferably at least about 92% sequence identity, yet more preferably at least 
about 93% sequence identity, yet more preferably at least about 94% sequence identity, yet more preferably at 
least about 95% sequence identity, yet more preferably at least about 96% sequence identity, yet more preferably 
at least about 97% sequence identity, yet more preferably at least about 98% sequence identity and yet more 
15 preferably at least about 99% sequence identity to an amino acid sequence encoded by any of the human protein 
cDNAs deposited with the ATCC as disclosed herein. 

In a further aspect, the invention concerns an isolated PRO polypeptide comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 81 % positives, more preferably at least 
about 82% positives, yet more preferably at least about 83% positives, yet more preferably at least about 84% 
positives, yet more preferably at least about 85% positives, yet more preferably at least about 86% positives, 
yet more preferably at least about 87% positives, yet more preferably at least about 88% positives, yet more 
preferably at least about 89% positives, yet more preferably at least about 90% positives, yet more preferably 
at least about 91 % positives, yet more preferably at least about 92% positives, yet more preferably at least about 
93% positives, yet more preferably at least about 94% positives, yet more preferably at least about 95% 
positives, yet more preferably at least about 96% positives, yet more preferably at least about 97% positives, 
yet more preferably at least about 98% positives and yet more preferably at least about 99% positives when 
compared with the amino acid sequence of a PRO polypeptide having a full-length amino acid sequence as 
disclosed herein, an amino acid sequence lacking the signal peptide as disclosed herein, an extracellular domain 
of a transmembrane protein, with or without the signal peptide, as disclosed herein or any other specifically 
30 defined fragment of the full-length amino acid sequence as disclosed herein. 

In a specific aspect, the invention provides an isolated PRO polypeptide without the N-terminal signal 
sequence and/or the initiating methionine and is encoded by a nucleotide sequence that encodes such an amino 
acid sequence as hereinbefore described. Processes for producing the same are also herein described, wherein 
those processes comprise culturing a host cell comprising a vector which comprises the appropriate encoding 
nucleic acid molecule under conditions suitable for expression of the PRO polypeptide and recovering the PRO 
polypeptide from the cell culture. 
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Another aspect the invention provides an isolated PRO polypeptide which is either transmembrane 
domain-deleted or transmembrane domain-inactivated. Processes for producing the same are also herein 
described, wherein those processes comprise culturing a host cell comprising a vector which comprises the 
appropriate encoding nucleic acid molecule under conditions suitable for expression of the PRO polypeptide and 
recovering the PRO polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO polypeptide 
as defined herein. In a particular embodiment; the agonist or antagonist is an anti-PRO antibody or a small 
molecule. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists to a 
PRO polypeptide which comprise contacting the PRO polypeptide with a candidate molecule and monitoring a 
- biological activity mediated- by said PRO polypeptide; Preferably the PRO polypeptide is a native PRO 
polypeptide.' ■ ■■ : : -\\... -■ - . . , :f ■ , 

In a still further embodiment, the invention concerns a composition of matter comprising a PRO 
polypeptide, or an agonist 6r antagonist of a PRO polypeptide 1 as herein described; or an anti-PR O antibody, in 
combination with a carrier. Optionally, the carrier is a pharmaceutically acceptable carrier. 

Another embodiment of the present invention is directed to the use of a PRO polypeptide, of an agonist 
or antagonist thereof as hereinbefore described; or an anti-PRO antibody, for the preparation of a medicament 
useful in the treatment of a cxmdinott which is responsive to the PRO polypeptide; an agbnisr or antagonist 
thereof or an anti-PRO antibody . 

BRIEF DESCRIPTION OF THE DRAWINGS 

Figure 1 shows a nucleotide sequence (SEQ ID NO : 1 ) of a native sequence PR0213 cDNA, wherein 
SEQ ID NO:l is a clone designated herein as M UNQ187 W and/or U DNA30943-1 163". *. 

Figure 2 shows the amino acid sequence (SEQ ID NO;2) derived from the coding sequence of SEQ ID 
NO: 1 shown in Figure !. . — - : " i . , ' 

Figure 3 shows a nucleotide- sequence (SEQ ID NO:6) of a native sequence PR0274 cDNA, wherein 
SEQ ID NO:6 is a clone designated herein as "UNQ241 " and/or "DNA39987-1 184" . 

Figure 4 shows the amino acid sequence (SEQ ID NO:7) derived from the coding sequence of SEQ ID 
NO : 6 shown in Figure 3. ~ 

Figure 5 shows an EST nucleotide sequence designated herein as DNA17873 (SEQ ID NO:8). 

Figure 6 shows an EST nucleotide sequence designated herein as DNA36157 (SEQ ID NO:9). 

Figure 7 shows an EST nucleotide sequence designated herein as DNA28929 (SEQ ID NO: 10). 

Figure 8 shows a nucleotide sequence (SEQ ID NO: 1 8) of a native sequence PRO300 cDNA, wherein 
SEQ ID NO:18 is a clone designated herein as "UNQ263" and/or "DNA40625-1 189". 

Figure 9 shows the amino acid sequence (SEQ ID NO: 19) derived from the coding sequence of SEQ 
ID NO: 18 shown in Figure 8. 

Figure 10 shows a nucleotide sequence (SEQ ID NO:27) of a native sequence PR0284 cDNA, wherein 
SEQ ID NO:27 is a clone designated herein as "UNQ247" and/or "DNA23318-121 1 \ 
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Figure 1 1 shows the amino acid sequence (SEQ ID NO:28) derived from the coding sequence of SEQ 
ID NO:27 shown in Figure 10. 

Figure 12 shows an EST nucleotide sequence designated herein as DNA 12982 (SEQ ID NO:29). 
Figure 13 shows an EST nucleotide sequence designated herein as DNA 15886 (SEQ ID NO:30). 
Figure 14 shows a nucleotide sequence (SEQ ID NO:35) of a native sequence PR0296 cDNA, wherein 
SEQ ID NO:35 is a clone designated herein as "UNQ260" and/or "DNA39979-1213". 

Figure 15 shows the amino acid sequence (SEQ ID NO:36) derived from the coding sequence of SEQ 
ID NO.-35 shown in Figure 14. 

Figure 16 shows an EST nucleotide sequence designated herein as DNA23020 (SEQ ID NO:37). 
Figure 17 shows an EST nucleotide sequence designated herein as DNA21971 (SEQ ID NO:38). 
Figure 18 shows an EST nucleotide sequence designated herein as DNA29037 (SEQ ID NO:39). 
Figure 19 shows a nucleotide sequence (SEQ ID NO:44) of a native sequence PR0329 cDNA, wherein 
SEQ ID NO:44 is a clone designated herein as "UNQ291 " and/or "DNA40594-1233". 

Figure 20 shows the amino acid sequence (SEQ ID NO:45) derived from the coding sequence of SEQ 
ID NO:44 shown in Figure 19. 

Figure 21 shows a nucleotide sequence (SEQ ID NO:51) of a native sequence PR0362 cDNA, wherein 
SEQ ID NO:51 is a clone designated herein as "UNQ3J7" and/or "DNA45416-125I". 

Figure 22 shows the amino acid sequence (SEQ ID NO:52) derived from the coding sequence of SEQ 
ID NO:51 shown in Figure 21. 

Figure 23 shows a nucleotide sequence (SEQ ID NO:58) of a native sequence PR0363 cDNA, wherein 
20 SEQ ID NO:58 is a clone designated herein as "UNQ3 18" and/or "DNA45419-1252". 

Figure 24 shows the amino acid sequence (SEQ ID NO:59) derived from the coding sequence of SEQ 
ID NO:58 shown in Figure 23. 

Figure 25 shows a nucleotide sequence (SEQ ID NO:63) of a native sequence PRO868 cDNA, wherein 
SEQ ID NO:63 is a clone designated herein as "UNQ437" and/or "DNA52594-1270". 
25 Figure 26 shows the amino acid sequence (SEQ ID NO:64) derived from the coding sequence of SEQ 

ID NO:63 shown in Figure 25. 

Figure 27 shows a nucleotide sequence (SEQ ID NO:68) of a native sequence PR0382 cDNA, wherein 
SEQ ID NO:68 is a clone designated herein as "UNQ323" and/or "DNA45234-1277". 

Figure 28 shows the amino acid sequence (SEQ ID NO:69) derived from the coding sequence of SEQ 
30 ID NO:68 shown in Figure 27. 

Figure 29 shows a nucleotide sequence (SEQ ID NO: 73) of a native sequence PR0545 cDNA, wherein 
SEQ ID NO:73 is a clone designated herein as "UNQ346" and/or "DNA49624-1279". 

- Figure 30 shows the amino acid sequence (SEQ ID NO:74) derived from the coding sequence of SEQ 
ID NO:73 shown in Figure 29. 

Figure 31 shows an EST nucleotide sequence designated herein as DNA13217 (SEQ ID NO:75). 
Figure 32 shows a nucleotide sequence (SEQ ID NO:84) of a native sequence PR0617 cDNA, wherein 
SEQ ID NO:84 is a clone designated herein as "UNQ353" and/or "DNA48309-1280". 
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Figure 33 shows the amino acid sequence (SEQ ID NO:85) derived from the coding sequence of SEQ 
ID NO: 84 shown in Figure 32. 

Figure 34 shows a nucleotide sequence (SEQ ID NO:89) of a native sequence PRO700 cDNA, wherein 
SEQ ID NO: 89 is a clone designated herein as "UNQ364" and/or "DNA46776-1284". 

Figure 35 shows the amino acid sequence (SEQ ID NO:90) derived from the coding sequence of SEQ 
5 ID NO:89 shown in Figure 34. 

Figure 36 shows a nucleotide sequence (SEQ ID NO:96) of a native sequence PRO702 cDNA, wherein 
SEQ ID NO:96 is a clone designated herein as "UNQ366" and/or W DNA50980-1286\ 

Figure 37 shows the amino acid sequence (SEQ ID NO:97) derived from the coding sequence of SEQ 
ID NO:96 shown in Figure 36. 
10 Fi 3™ e38sho ^^^ 

SEQ ID NO: 101 is a clone designated herein as - W UNQ367" and/or **DNA509!3-1287\ 

Figure 39 shows the amino acid sequence (SEQ ID NO: 102) derived from the coding sequence of SEQ 
ID NO:101 shown in Figure 38. = o :x- 

Figure 40 shows a nucleotide sequence (SEQ ID NO: 108) of a native sequence PRO705 cDNA, wherein 
15 SEQ ID NO: 108 is a clone designated herein as "UNQ369" and/or "DNA50914-1289". 

Figure 41 shows the amino acid sequence (SEQ ID-NO: 109) derived from the coding sequence of SEQ 
ID NO: 108 shown in Figure 40:' ;: - — 

Figures 42A-B show a nucleotide sequence (SEQ ID NO: 11 3) of a native sequence PRO708 cDNA, 
wherein SEQ ID NO: 1 1 S is: a clone designated herein as a UNQ372 " and/or tt t>N A48296- 1 292 w . 
20 Figure 43 shows the amino acid seo^ence (SEQ ID NO: 1 14) derived from me coding sequence of SE^ 

ID NO: 113 shown in Figures 42A-B. 

Figure 44 shows a nucleotide sequence (SEQ II>NO: 1 18) of a native sequence PRO320 cDNA, wherein 
SEQ ID NO:118 is a clone designated herein as "UNQ281*' and/or "DNA32284-I307". 

Figure 45 shows the amino acid sequence (SEQ ID NO: 1 19) derived from the coding sequence of SEQ 
25 ID NO: 118 shown in Figure 44. 

Figure 46 shows a nucleotide sequence (SEQ ID NO: 123) of a native sequence PR0324 cDNA, wherein 
SEQ ID NO: 1 23 is a clone designated herein as "UNQ285 " and/or "DNA36343- 13 1 0 \ 

Figure 47 shows the amino acid sequence (SEQ ID NO: 124) derived from the coding sequence of SEQ 
ID NO: 123 shown in Figure 46. 

30 Fi g^e48showsanucleoridesequence(SEQIDNO:131)ofanativesequencePR0351 cDNA, wherein 

SEQ ID NO:131 is a clone designated herein as a UNQ308 w aild/or < *DNA40571-1315". 

Figure 49 shows the amino acid sequence (SEQ ID NO: 132) derived from the coding sequence of SEQ 
ID NO: 131 shown in Figure 48. 

Figure 50 shows a nucleotide sequence (SEQ ID NO: 1 36) of a native sequence PR0352 cDN A , wherein 
35- SEQ ID NO:136 is a clone designated herein as "UNQ309" and/or "DNA41 386-1316". 

Figure 51 shows the amino acid sequence (SEQ ID NO: 137> derived from the coding sequence of SEQ 
ID NO: 136 shown in Figure 50. . 
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Figure 52 shows a nucleotide sequence (SEQ ID NO: 144) of a native sequence PR0381 cDNA. wherein 
SEQ ID NO:144 is a clone designated herein as "UNQ322" and/or "DNA44194-1317". 

Figure 53 shows the amino acid sequence (SEQ ID NO: 1 45) derived from the coding sequence of SEQ 
ID NO: 1 44 shown in Figure 52. 

Figure 54 shows a nucleotide sequence (SEQ ID NO: 149) of a native sequence PR0386 cDNA, wherein 
SEQ ID NO:149 is a clone designated herein as "UNQ326" and/or "DNA45415-1318". 

Figure 55 shows the amino acid sequence (SEQ ID NO: 150) derived from the coding sequence of SEQ 
ID NO: 149 shown in Figure 54. 

Figure 56 shows an EST nucleotide sequence designated herein as DNA23350 (SEQ ID NO: 151). 
Figure 57 shows an EST nucleotide sequence designated herein as DNA23536 (SEQ ID NO: 152). 
Figure 58 shows a nucleotide sequence (SEQ ID NO: 156) cka native sequence PRO540 cDNA, wherein 
SEQ ID NO: 156 is a clone designated herein as "UNQ341 " and/or "DNA44 189- 1322". 

Figure 59 shows the amino acid sequence (SEQ ID NO: 157) derived from the coding sequence of SEQ 
ID NO: 156 shown in Figure 58. 

Figure 60 shows a nucleotide sequence (SEQ ID NO: 161 ) of a native sequence PR061 5 cDNA, wherein 
15 SEQ ID NO: 161 is a clone designated herein as M UNQ352 M and/or U DNA48304-1323\ 

Figure61 shows the amino acid sequence (SEQ ID NO: 162) derived from the coding sequence of SEQ 
ID NO: 161 shown in Figure 60. 

Figure 62 shows a nucleotide sequence (SEQ ID NO: 1 68) of a native sequence PR061 8 cDNA, wherein 
SEQ ID NO:168 is a clone designated herein as "UNQ354" and/or "DNA49152-1324". 

Figure 63 shows the amino acid sequence (SEQ ID NO: 1 69) derived from the coding sequence of SEQ 
ID NO: 168 shown in Figure 62. 

Figure 64 shows an EST nucleotide sequence designated herein as DNA35597 (SEQ ID NO: 170). 
Figure 65 shows a nucleotide sequence (SEQ ID NO: 177) of a native sequence PR0719 cDNA, wherein 
SEQ ID NO: 177 is a clone designated herein as "UNQ387" and/or "DNA49646-1327". 

Figure 66 shows the amino acid sequence (SEQ ID NO: 178) derived from the coding sequence of SEQ 
ID NO: 177 shown in Figure 65. 

Figure 67 shows a nucleotide sequence (SEQ ID NO: 1 82) of a native sequence PR0724 cDNA, wherein 
SEQ ID NO:182 is a clone designated herein as "UNQ389 M and/or "DNA4963 1-1328". 

Figure 68 shows the amino acid sequence (SEQ ID NO: 183) derived from the coding sequence of SEQ 
30 ID NO: 182 shown in Figure 67. 

Figure 69 shows a nucleotide sequence (SEQ ID NO: 189) of a native sequence PR0772 cDNA, wherein 
SEQ ID NO: 189 is a clone designated herein as "UNQ410" and/or "DNA49645-1347\ 

Figure 70 shows the amino acid sequence (SEQ ID NO: 1 90) derived from the coding sequence of SEQ 
ID NO: 1 89 shown in Figure 69. 

35 Figure 71 shows an EST nucleotide sequence designated herein as DNA43509 (SEQ ID NO: 191). 

Figure 72 shows a nucleotide sequence (SEQ ID NO: 195) of a native sequence PR0852 cDNA, wherein 
SEQ ID NO: 195 is a clone designated herein as "UNQ418 M and/or "DNA45493-1349\ 
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Figure 73 shows the amino acid sequence (SEQ ID NO: 196) derived from the coding sequence of SEQ 
ID NO: 195 shown in Figure 72. 

Figure 74 shows a nucleotide sequence (SEQ ID NO:205) of a native sequence PR0853 cDNA, wherein 
SEQ ID NO:205 is a clone designated herein as "UNQ419" and/or "DNA48227-1350". 

Figure 75 shows the amino acid sequence (SEQ ID NO:206) derived from the coding sequence of SEQ 
5 ID NO:205 shown in Figure 74. 

Figure 76 shows a nucleotide sequence (SEQ ID NO:2 10) of a native sequence PRO860 cDNA, wherein 
SEQ ID NO:210 is a clone designated herein as "UNQ421" and/or " DNA4 1404-1 352 \ 

Figure 77 shows the amino acid sequence (SEQ ID NO: 2 1 1 ) derived from the coding sequence of SEQ 
ID NO:21Q shown in Figure 76. 
10 Figure 78 shows a nucleotide sequence (SEQ ID NO:2 15) of a native sequence PR0846 cDNA, wherein 

SEQ ID NO:215 ;is a clone designated herein as tt UNQ422" and/or "DNA44 196- 1353". 

Figure 79 shows the amino acid sequence (SEQ ID NO:216) derived from the coding sequence of SEQ 
ID NO:215 shown in Figure 78. 

Figure 80 shows a nucleotide sequence (SEQ ID NO:220) of a native sequence PR0862 cDNA, wherein 
15 " SEQ ID NO:220 is a clone designated herein as "UNQ424" and/or U DNA52187-1354\ 

Figure 81 shows the amino acid sequence (SEQ ID NO: 221) derived from the coding sequence of SEQ 
ID NO:220 shown in Figure 80. 

Figure 82 shows a nucleotide sequence (SEQ ID NO:225) of a native sequence PR0864 cDNA, wherein 
SEQ ID NO:225 is a clone designated. herein as "UNQ426" and/or "DNA48328-1355". 
20 Figure 83 shows the amino acid sequence (SEQ ID NO: 226) derived from the coding sequence of SEQ 

ID NO:225 shown in Figure 82. 

Figure 84 shows a nucleotide sequence (SEQ ID NO:230) of a native sequence PR0792 cDNA, wherein 
SEQ ID NO:230 is a clone. designated herein as "UNQ431 " and/or "DNA56352-1358" . 

Figure 85 shows the amino acid sequence (SEQ ID NO: 23 1) derived from the coding, sequence of SEQ 
25 ID NO:230 shown in Figure 84. 

Figure 86 shows a nucleotide sequence (SEQ ID NO:235) of a native sequence PRO866 cDNA, wherein 
SEQ ID NO:235 is a clone designated herein as "UNQ435" and/or U DNA53971-1359 H . 

Figure 87 shows the amino acid sequence (SEQ ID NO:236) derived from the coding sequence of SEQ 
ID NO:235 shown in Figure 86. 
30 Figure 88 shows a nucleotide sequence (SEQ ID NO:244) of a native sequence PR087 1 cDNA, wherein 

SEQ ID NO:244 is a clone designated herein as U UNQ438 W and/or "DNA50919-136I \ 

Figure 89 shows the amino acid sequence (SEQ ID NO:245) derived from the coding sequence of SEQ 
ID NO:244 shown in Figure 88. 

Figure 90 shows a nucleotide sequence (SEQ ID NO:253) of a native sequence PR0873 cDNA, wherein 
35 SEQ ID NO:253 is a clone designated herein as M UNQ440 rt and/or ** DN A44 1 79- 1 362 " . 

Figure 91 shows the amino acid sequence (SEQ ID NO:254) derived from the coding sequence of SEQ 
ID NO:253 shown in Figure 90. 
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Figure 92 shows a nucleotide sequence (SEQ ID NO:258) of a native sequence PRO940 cDN A , wherein 

SEQ ID NO:258 is a clone designated herein as "UNQ477 H and/or M DNA54002-1367\ 

Figure 93 shows the amino acid sequence (SEQ ID NO:259) derived from the coding sequence of SEQ 

ID NO: 25 8 shown in Figure 92. 

Figure 94 shows a nucleotide sequence (SEQ ID NO:263) of a native sequence PR094 1 cDNA , wherein 
SEQ ID NO:263 is a clone designated herein as "UNQ478" and/or "DNA53906-1368". 

Figure 95 shows the amino acid sequence (SEQ ID NO:264) derived from the coding sequence of SEQ 
ID NO:263 shown in Figure 94. 

Figure 96 shows an EST nucleotide sequence designated herein as DNA6415 (SEQ ID NO:265). 

Figure 97 shows a nucleotide sequence (SEQ ID NO:269) of a native sequence PR0944 cDNA , wherein 
SEQ ID NO:269 is a clone designated herein as U UNQ481" and/or "DNA52 185- 1370". 

Figure 98 shows the amino acid sequence (SEQ ID NO:270) derived from the coding sequence of SEQ 
ID NO:269 shown in Figure 97. 

Figure 99 shows an EST nucleotide sequence designated herein as DNA14007 (SEQ ID NO:271). 

Figure 100 shows an EST nucleotide sequence designated herein as DNA12773 (SEQ ID NO:272). 

Figure 101 shows an EST nucleotide sequence designated herein as DNA12746 (SEQ ID NO:273). 

Figure 102 shows an EST nucleotide sequence designated herein as DNA12834 (SEQ ID NO:274). 

Figure 103 shows an EST nucleotide sequence designated herein as DNA12846 (SEQ ID NO:275). 

Figure 104 shows an EST nucleotide sequence designated herein as DNA13104 (SEQ ID NO:276). 

Figure 105 shows an EST nucleotide sequence designated herein as DNA13259 (SEQ ID NO:277). 

Figure 106 shows an EST nucleotide sequence designated herein as DNA13959 (SEQ ID NO:278). 

Figure 107 shows an EST nucleotide sequence designated herein as DNA13961 (SEQ ID NO:279). 

Figure 108 shows a nucleotide sequence (SEQ ID NO:283) of a native sequence PR0983 cDNA, 
wherein SEQ ID NO:283 is a clone designated herein as "UNQ484" and/or "DNA53977-1371". 

Figure 109 shows the amino acid sequence (SEQ ID NO:284) derived from the coding sequence of SEQ 
ID NO:283 shown in Figure 108. 

Figure 1 10 shows an EST nucleotide sequence designated herein as DNA17130 (SEQ ID NO:285). 

Figure 1 1 1 shows an EST nucleotide sequence designated herein as DNA23466 (SEQ ID NO:286). 

Figure 112 shows an EST nucleotide sequence designated herein as DNA26i818 (SEQ ID NO:287). 

Figure 113 shows an EST nucleotide sequence designated herein as DNA37618 (SEQ ID NO:288). 

Figure 1 14 shows an EST nucleotide sequence designated herein as DNA41732 (SEQ ID NO:289). 

Figure 1 15 shows an EST nucleotide sequence designated herein as DNA45980 (SEQ ID NO:290). 

Figure 116 shows an EST nucleotide sequence designated herein as DNA46372 (SEQ ID NO:291). 

Figure 117 shows a nucleotide sequence (SEQ ID NO:295) of a native sequence PRO1057 cDNA, 
wherein SEQ ID NO:295 is a clone designated herein as a UNQ522" and/or "DNA57253-1382". 

Figure 118 shows the amino acid sequence (SEQ ID NO:296) derived from the coding sequence of SEQ 
ID NO:295 shown in Figure 117. 
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Figure 1 19 shows a nucleotide sequence (SEQ ID NO:300) of a native sequence PRO107I cDNA/ 
wherein SEQ ID NO:300 is a clone designated herein as "UNQ528" and/or "DNA58847-1383". 

Figure 120 shows the amino acid sequence (SEQ ID NO: 301) derived from the coding sequence of SEQ 
ID NO:300 shown in Figure 1 19. 

Figure 121 shows a nucleotide sequence (SEQ ID NO:302) of a native sequence PRO1072 cDNA, 
5 wherein SEQ ID NO:302 is a clone designated herein as "UNQ529" and/or "DNA58747-1384". 

Figure 122 shows the amino acid sequence (SEQ ID NO:303) derived from the coding sequence of SEQ 
ID NO: 302 shown in Figure 121. 

Figure 123 shows an EST. nucleotide sequence designated herein as DN A402 1 0 (SEQ ID NO:304). 
Figure 124 shows a nucleotide sequence (SEQ ID NO:308). of a native sequence PRO1075 cDNA, 
10 wherein SEQ ID NO:308 is a clone designated herein as ^UNQSSZ". arid/or tt DNA5 7689^1385*. 

Figure: 125 shows the amino, acid sequence (SEQ ID NO:309) derived from the coding sequence of SEQ 
ID NO:308 shown, in Figure 124.;; - ; » - 

Figure 126 shows an EST nucleotide sequence designated herein as DNA13059 (SEQ ID NO:310). 
Figure 127 showsan EST nucleotide sequence designated hereirias DNA 19463 (SEQ ID NO:31 1). 
15 Figure 128 shows a nucleotide sequence (SEQ ID NOi321) of a narive sequence PRG181 cDNA, 

wherein SEQ ID NO:321 is a clone designated herein as "UNQ155:- and/or ^DNA23330- 13 90", 

Figure 129 shows the amino acid sequence (SEQ ID NO:322) derived^rom the coding sequence of SEQ 

ID NO:321 shown in Figure 128.. r. : . _ . .. 

Figure 130 shows an EST nucleotide sequence designated herein astDNA13242 (SEQ ID NO:323). 
Figure 131 shows.a nucleotide sequence (SEQ ID NO:329) of a native sequence PRO 195 cDN A, 
wherein SEQ ID NO:329 is a clone designated herein as "UNQl^" and/or "DNA26847- 1395V 

Figure 132 shows the amino acid sequence (SEQ ID NO:330) derived from the coding sequence of SEQ 
ID NO:329 shown in Figure. 131.. ; , - : - <■ ■ ■ .. _ • 

Figure 133 shows an EST nucleotide sequence designated. herein as DNA15062 (SEQ ID NO:331); 
25 Figure 134 shows an EST nucleotide sequence designated herein as DNA13199 (SEQ ID NO:332). 

Figure 135 shows a nucleotide sequence (SEQ ID NO:336)-of a native sequence PR0865 cDNA, 
wherein SEQ ID NO:336 is a clone designated herein as "UNQ434 n and/or "DNA53974-1401 ".. 

Figure 136 shows the amino acid sequence (SEQ ID NO: 337) derived from the coding sequence of SEQ 
ID NO:336 shown in Figure 135. 
30 Figure 137 shows an EST nucleotide sequence designated herein as DNA37642 (SEQ ID-NO:338). 

Figure 138 shows a nucleotide sequence (SEQ ID NO:345) of a native sequence PR0827 cDNA, 
wherein SEQ ID NO:345 is a clone designated herein as "UNQ468" and/or "DNA5 7039- 1402". 

Figure 1 39 shows the amino acid sequence (SEQ ID NO:346) derived from the coding sequence of SEQ 
ID NO:345 shown in Figure 138. 
35 Figure 140 shows an EST nucleotide sequence designated herein as DNA47751 (SEQ ID NO:347). 

Figure 141 shows a nucleotide sequence (SEQ ID NO:351) of a native sequence PROH14 cDNA T 
wherein SEQ ID NO:351 is a clone designated herein as "UNQ557" and/or "DNA57033- 1403". 
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Figure 142 shows the amino acid sequence (SEQ ID NO:352) derived from the coding sequence of SEQ 
ID NO:351 shown in Figure 141. 

Figure 143 shows an EST nucleotide sequence designated herein as DNA48466 (SEQ ID NO:353). 

Figure 144 shows a nucleotide sequence (SEQ ID NO:357) of a native sequence PR0237 cDNA, 
wherein SEQ ID NO:357 is a clone designated herein as kt UNQ21 1" and/or "DNA34353-1428". 
5 Figure 1 45 shows the amino acid sequence (SEQ ID NO:358) derived from the coding sequence of SEQ 

ID NO:357 shown in Figure 144. 

Figure 146 shows a nucleotide sequence (SEQ ID NO:362) of a native sequence PR0541 cDNA, 
wherein SEQ ID NO:362 is a clone designated herein as "UNQ342" and/or "DNA45417-1432". 

Figure 147 shows the amino acid sequence (SEQ ID NO:363) derived from the coding sequence of SEQ 
10 ID NO:362 shown in Figure 146. 

Figure 148 shows a nucleotide sequence (SEQ ID NO:369) of a native sequence PR0273 cDNA, 
wherein SEQ ID NO:369 is a clone designated herein as "UNQ240" and/or "DNA39523-1 192". 

Figure 149 shows the amino acid sequence (SEQ ID NO:370) derived from the coding sequence of SEQ 
ID NO:369 shown in Figure 148. 

15 Figure 150 shows a nucleotide sequence (SEQ ID NO:374) of a native sequence PRO701 cDNA, 

wherein SEQ ID NO:374 is a clone designated herein as "UNQ365" and/or "DNA44205-1285". 

Figure 151 shows the amino acid sequence (SEQ ID NO:375) derived from the coding sequence of SEQ 
ID NO:374 shown in Figure 150. 

Figure 152 shows a nucleotide sequence (SEQ ID NO:379) of a native sequence PRO704 cDNA, 
20 wherein SEQ ID NO:379 is a clone designated herein as "UNQ368" and/or "DNA5091 1-1288". 

Figure 153 shows the amino acid sequence (SEQ ID NO:380) derived from the coding sequence of SEQ 
ID NO:379 shown in Figure 152. 

Figure 154 shows a nucleotide sequence (SEQ ID NO:384) of a native sequence PRO706 cDNA, 
wherein SEQ ID NO:384 is a clone designated herein as "UNQ370" and/or "DNA48329-I290". 
25 Figure 155 shows the amino acid sequence (SEQ ID NO:385) derived from the coding sequence of SEQ 

ID NO:384 shown in Figure 154. 

Figure 156 shows a nucleotide sequence (SEQ ID NO:389) of a native sequence PRO707 cDNA, 
wherein SEQ ID NO:389 is a clone designated herein as "UNQ37F and/or "DNA48306-1291 

Figure 157 shows the amino acid sequence (SEQ ID NO: 390) derived from the coding sequence of SEQ 
30 ID NO: 389 shown in Figure 156. 

Figure 158 shows a nucleotide sequence (SEQ ID NO:394) of a native sequence PR0322 cDNA, 
wherein SEQ ID NO:394 is a clone designated herein as "UNQ283" and/or "DNA48336-1309". 

Figure 159 shows the ammo acid sequence (SEQ ID NO:395) derived from the coding sequence of SEQ 
ID NO:394 shown in Figure 158. 
35 Figure 160 shows a nucleotide sequence (SEQ ID NO:399) of a native sequence PR0526 cDNA, 

wherein SEQ ID NO:399 is a clone designated herein as "UNQ330" and/or "DNA44I84-1319". 
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Figure 161 shows the amino acid sequence (SEQ ID NO:400) derived from the coding sequence of SEQ 
ID NO:399 shown in Figure 160. 

Figure 162 shows a nucleotide sequence (SEQ ID NO:404) of a native sequence PR0531 cDNA, 
wherein SEQ ID NO:404 is a clone designated herein as "UNQ332" and/or "DNA483 14-1320". 

Figure 163 shows the amino acid sequence (SEQ ID NO:405) derived from the coding sequence of SEQ 
5 ID NO:404 shown in Figure 162. 

Figure 164 shows a nucleotide sequence (SEQ ID N 0:409) of a native sequence PR0534 cDNA, 
wherein SEQ ID NO:409 is a clone designated herein as U UNQ335" and/or "DNA48333-1321 " . 

Figure 165 shows the amino acid sequence (SEQ ID NO :4 10) derived from the coding sequence of SEQ 
ID NO:409 shown in Figure 164. 
10 ~ Figure 166 showsa nucleotide sequence (SEQ ID NO: 4 14) of a native sequence PR0697 cDNA, 

wherein SEQ ID NO:414 is a clone designated herein as "UNQ361 " and/or W DNA50920-1325\ 

Figure 167 shows the amino acid sequence (SEQ ID NO:41 5) derived from the coding sequence of SEQ 
ID NO:4 14 shown in Figure 166: ~ - - ■ \: 

Figure 168 shows -a nucleotide sequence (SEQ ID NO:419) of a native sequence PR0717 .cDNA, 
15 wherein SEQ ID NO:41 £ is a clone designated herein as "UNQ385 ** and/or w DNA50988-1326 ,, ; . 

Figure 169 shows the amihaacid sequence (SEQ ID NO:420) derived from the coding sequence of SEQ 
ID NO:4 19 shown in Figure 168. 

Figure 170 shows a nucleotide sequence (SEQ ID NO: 424) of a native sequence PR0731 cDNA, 
wherein SEQ ID NO: 424 is a clone designated herein as U UNQ395 M and/or i *DNA48331-1329\ 
20 Figure 1 7 1 shows the amino acid sequence (SEQ ID NO:425) derived from the coding sequence of SEQ 

ID NO:424 shown in Figure 170. 

Figure 172 shows a nucleotide sequence (SEQ ID NO:429) of a native sequence PR0218 cDNA, 
wherein SEQ ID NO:429 is a clone designated herein as "UNQ192 n and/or "DNA30867-1335". 

Figure 1 73 shows the amino acid sequence (SEQ ID NO: 430) derived from the coding sequence of SEQ 
25 ID NO :429 shown in Figure 172. - : 

Figure 174 shows an EST nucleotide sequence designated herein as DNA14472 (SEQ ID NO:431). 

Figure 175 shows an EST nucleotide sequence designated herein as DNA15846 (SEQ ID NO:432). 

Figure 176 shows a nucleotide sequence (SEQ ID NO: 436) of a native sequence PR0768 cDNA, 
wherein SEQ ID NO:436 is a clone designated herein as "UNQ406 ,, and/or "DNA55737-1345". 
30 Figure 177 shows the amino acid sequence (SEQ ID NO:437) derived from the coding sequence of SEQ 

ID NO: 43 6 shown in Figure 176. 

Figure 178 shows a nucleotide sequence (SEQ ID NO:441) of a native sequence PR0771 cDNA, 
wherein SEQ ID NO:441 is a clone designated herein as "UNQ409" and/or "DNA49829-1346". 

Figure 179 shows the amino acid sequence (SEQ ID NO: 442) derived from the coding sequence of SEQ 
35 ID NO: 441 shown in Figure 178; 

Figure 180 shows a nucleotide sequence (SEQ ID NO:446) of a native sequence PR073 3 cDNA, 
wherein SEQ ID NO:446 is a clone designated herein as "UNQ41 1 " and/or "DNA52 196- 1348". 
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Figure 181 shows the amino acid sequence (SEQ ID NO:447) derived from the coding sequence of SEQ 
ID NO:446 shown in Figure 180. 

Figure 182 shows a nucleotide sequence (SEQ ID NO:451) of a native sequence PR0162 cDNA, 
wherein SEQ ID NO:451 is a clone designated herein as "UNQ429" and/or "DNA56965-1356". 

Figure 3 83 shows the amino acid sequence (SEQ ID NO:452) derived from the coding sequence of SEQ 
5 ID NO:45I shown in Figure 182. 

Figure 184 shows a nucleotide sequence (SEQ ID NO:453) of a native sequence PR0788 cDNA, 
wherein SEQ ID NO:453 is a clone designated herein as "UNQ430" and/or "DNA56405-1357". 

Figure 185 shows the amino acid sequence (SEQ ID NO:454) derived from the coding sequence of SEQ 
ID NO:453 shown in Figure 184. 

10 Figure 186 shows a nucleotide sequence (SEQ ID NO:455) of a native sequence PRO1008 cDNA, 

wherein SEQ ID NO:455 is a clone designated herein as "UNQ492 M and/or "DNA57530-1375". 

Figure 187 shows the amino acid sequence (SEQ ID NO:456) derived from the coding sequence of SEQ 
ID NO:455 shown in Figure 186. 

Figure 188 shows an EST nucleotide sequence designated herein as DNA 16508 (SEQ ID NO:457). 
15 Figure 189 shows a nucleotide sequence (SEQ ID NO:458) of a native sequence PRO1012 cDNA, 

wherein SEQ ID NO:458 is a clone designated herein as "UNQ495" and/or "DNA56439-1376". 

Figure 190 shows the amino acid sequence (SEQ ID NO:459) derived from the coding sequence of SEQ 
ID NO:458 shown in Figure 189. 

Figure 191 shows a nucleotide sequence (SEQ ID NO:463) of a native sequence PRO1014 cDNA, 
20 wherein SEQ ID NO:463 is a clone designated herein as "UNQ497" and/or "DNA56409-1377". 

Figure 192 shows the amino acid sequence (SEQ ID NO:464) derived from the coding sequence of SEQ 
ID NO:463 shown in Figure 191. 

Figure 193 shows a nucleotide sequence (SEQ ID NO:465) of a native sequence PRO 101 7 cDNA, 
wherein SEQ ID NO:465 is a clone designated herein as "UNQ500" and/or "DNA561 12-1379". 
25 Figure 194 shows the amino acid sequence (SEQ ID NO:466) derived from the coding sequence of SEQ 

ID NO:465 shown in Figure 193. 

Figure 195 shows a nucleotide sequence (SEQ ID NO:467) of a native sequence PR0474 cDNA, 
wherein SEQ ID NO:467 is a clone designated herein as "UNQ502" and/or "DNA56045-1380". 

Figure 1 96 shows the amino acid sequence (SEQ ID NO:468) derived from the coding sequence of SEQ 
30 ID NO:467 shown in Figure 195. 

Figure 197 shows a nucleotide sequence (SEQ ID NO:469) of a native sequence PRO1031 cDNA, 
wherein SEQ ID NO:469 is a clone designated herein as "UNQ516" and/or "DNA59294-1381 \ 

Figure 198 shows the amino acid sequence (SEQ ID NO:470) derived from the coding sequence of SEQ 
ID NO:469 shown in Figure 197. 
35 Figure 199 shows a nucleotide sequence (SEQ ID NO:471) of a native sequence PR0938 cDNA, 

wherein SEQ ID NO:471 is a clone designated herein as "UNQ475" and/or "DNA56433-1406". 
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Figure 200 shows the amino acid sequence (SEQ ID NO:472) derived from the coding sequence of SEQ 
ID NO:471 shown in Figure 199. 

Figure 201 shows a nucleotide sequence (SEQ ID NO:476) of a native sequence PRO1082 cDNA, 
wherein SEQ ID NO:476 is a clone designated herein as "UNQ539" and/or "DNA53912-1457". 

Figure 202 shows the amino acid sequence (SEQ ID NO:477) derived from the coding sequence of SEQ 
5 ID NO:476 shown in Figure 201. 

Figure 203 shows a nucleotide sequence (SEQ ID NO:482) of a native sequence PRO1083 cDNA, 
wherein SEQ ID NO:482 is a clone designated herein as W UNQ540 M and/or "DNA50921- 1458 V 

Figure 204 shows the amino acid sequence (SEQ ID NO:483) derived from the coding sequence of SEQ 
ID NO:482 shown in Figure 203. ; .... ai ■ 

10 r Figure 205 shows an EST nucleotide sequence designatt^ herein as DNA24256 (SEQ ID NO:484). 

Figure 206 shows a nucleotide sequence,(SEQ ID NO:487) of a native sequence PRO200 cDNA, 
wherein SEQ ID NO:487 is a clone designated herein as "UNQ174V and/or "DNA29101-1 122*-, 

Figure 207 shows the amino acid sequence (SEQ ID NO:488) derived from the coding sequence of SEQ 
ID NO:487 shown in Figure 206. * : - ; ■■; = _-miy: ■.: - , 

15 Figure 208, shows: a nucleotide sequence (SEQ:1DrNO:495) of a native sequence PRG285.cDNA, 

wherein SEQ ID NG:495 is a clone designated herein as "DNA40021-1 154". \ 

Figure 209 shows the amino acid sequence (SEQ ID NO:496) derived from ^coding sequence of SEQ 

ID NO:495 sho\yn„in. Figure 208. . : - . : 

Figure 2 10: shows a nucleotide sequence (SEQ. ID NO:497> ^>f a^native sequence PR0286 cDNA, 
20 wherein SEQ ID NO:497:isa clone designated herein as~"DN A42663r 11 54 V : 

Figure 211 shows the amino acid sequence (SEQ ID NO:498) derived from the coding sequence of SEQ 
ID NO:497 shown in Figure 210. ~ 

Figure 2 12: shows. a. nucleotide sequence (SEQ ID NO:505): of a native sequence PR02I3-1 cDNA, 
wherein SEQ ID NO:505 is a clone designated herein as "DNA30943-1-1 163-1 n .v^ h 
25 Figure 213 shows the amino acid sequence (SEQ ID NO:506) derived from the coding sequence of SEQ 

ID NO:505 shown in Figure 212. : 

Figure 214 shows a nucleotide sequence (SEQ ID NO:507) of a native sequence PRO1330 cDNA, 
wherein SEQ ID NO:507 is a clone designated herein as "DNA64907-1 163^1 V 

Figure 215 shows the amino acid sequence (SEQ ID NO:508) derived from thecoding sequence of SEQ 
30 ID NO:507 shown in Figure 214. 

Figure 216 shows a nucleotide sequence (SEQ ID NO:509) of a native sequence PR01449 cDNA, 
wherein SEQ ID NO:509 is a clone designated herein as "DNA64908-I 163-1 

Figure 217 shows the amino acid sequence (SEQ ID NO:5 10) derived from the coding sequence of SEQ 
ID NO:509 shown in Figure 216. - - 
35 Figure 218 shows a nucleotide sequence (SEQ ID NO:514) of a native sequence PR0298 cDNA, 

wherein SEQ ID NO:514 is a clone designated herein as "UNQ261*' and/or "DNA39975- 1210V 
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Figure 2 1 9 shows the amino acid sequence (SEQ ID NO:5 1 5) derived from the coding sequence of SEQ 
ID NO:5 14 shown in Figure 218. 

Figure 220 shows an EST nucleotide sequence designated herein as DNA26832 (SEQ ID NO:516). 
Figure 221 shows a nucleotide sequence (SEQ ID NO:522) of a native sequence PR0337 cDNA. 
wherein SEQ ID NO:522 is a clone designated herein as "DNA433 16-1237". 

Figure 222 shows the amino acid sequence (SEQ ID NO:523) derived from the coding sequence of SEQ 
ID NO:522 shown in Figure 221 . 

Figure 223 shows an EST nucleotide sequence designated herein as DNA42301 (SEQ ID NO:524). 
Figure 224 shows a nucleotide sequence (SEQ ID NO:525) of a native sequence PRO403 cDNA, 
wherein SEQ ID NO:525 is a clone designated herein as "DNA55800-1263". 

Figure 225 shows the amino acid sequence (SEQ ID NO:526) derived from the coding sequence of SEQ 
ID NO:525 shown in Figure 224. 

Figure 226 shows an EST nucleotide sequence designated herein as DNA34415 (SEQ ID NO:527). 
Figure 227 shows an EST nucleotide sequence designated herein as DNA49830 (SEQ ID NO:528). 
Figure 228 shows an EST nucleotide sequence designated herein as DNA49831 (SEQ ID NO:529)! 
Figure 229 shows a nucleotide sequence (SEQ ID NO:611) of a native sequence PR04993 cDNA, 
wherein SEQ ID NO:61 1 is a clone designated herein as "DNA94832-2659". 

Figure 230 shows the amino acid sequence (SEQ ID NO:612) derived from the coding sequence of SEQ 
ID NO:61 1 shown in Figure 229. 

Figure 231 shows a nucleotide sequence (SEQ ID NO:613) of a native sequence PR01559 cDNA, 
20 wherein SEQ ID NO:613 is a clone designated herein as "DNA68886". 

Figure 232 shows the amino acid sequence (SEQ ID NO:614) derived from the coding sequence of SEQ 
ID NO:6I3 shown in Figure 231. 

Figure 233 shows a nucleotide sequence (SEQ ID NO:615) of a native sequence PR0725 cDNA, 
wherein SEQ ID NO:615 is a clone designated herein as "DNA52758-1399". 

Figure 234 shows the amino acid sequence (SEQ ID NO:616) derived from the coding sequence of SEQ 
ID NO:6 15 shown in Figure 233. 

Figure 235 shows a nucleotide sequence (SEQ ID NO:617) of a native sequence PR0739 cDNA, 
wherein SEQ ID NO:617 is a clone designated herein as "DNA52756". 

Figure 236 shows the amino acid sequence (SEQ ID NO:618) derived from the coding sequence of SEQ 
30 ID NO:6 17 shown in Figure 235. 

DETAILED DESCRIPTION OF THE PRFFFRRED EMBODIMENTS 
I- Definitions 



25 



35 



The terms "PRO polypeptide" and "PRO" as used herein and when immediately followed by a 
numerical designation refer to various polypeptides, wherein the complete designation (i.e. , PRO/number) refers 
to specific polypeptide sequences as described herein. The terms "PRO/number polypeptide" and 
"PRO/number" wherein the term "number" is provided as an actual numerical designation as used herein 
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encompass native sequence polypeptides and polypeptide variants (which are further defined herein). The PRO 
polypeptides described herein may be isolated from a variety of sources, such as from human tissue types or 
from another source, or prepared by recombinant or synthetic methods. 

A "native sequence PRO polypeptide" comprises a polypeptide having the same amino acid sequence 
as the corresponding PRO polypeptide derived from narure. Such native sequence PRO polypeptides can be 
5 isolated from nature or can be produced by recombinant or synthetic means. The term ''native sequence PRO 
polypeptide" specifically encompasses naturally-occurring truncated or secreted forms of the specific PRO 
polypeptide (e.g., an extracellular domain sequence), naturally -occurring variant forms {e.g., alternatively 
spliced forms) and namrally-occurring allelic variants of the polypeptide. In various embodiments of the 
invention, the native sequence PRO polypeptides disclosed herein are mature or full-length native sequence 
10 polypeptides comprising the full-length.amino acids sequences shown in the accompanying figures. Start and 
stop codons are shown . in bold font and underlined in the figures; However, while the PRO polypeptide 
disclosed in the accompanying figures are shown to begin with methionine residues designated herein as amino 
acid position 1 in the figures, it is concervablcand possible that other methionine residues located either upstream 
or downstream from the amino acid position 1 in the figures may be employed as the starting amino acid residue 

15 for the PRO polypeptides. . _ 

- The PRO polypeptide "extracellular domain." or M ECD" refers to a form of the PRO polypeptide which 
is essentially free of the transmembrane and cytoplasmic domains. Ordinarily, a PRO polypeptide ECD will have 
less than 1% of such transmembrane and/or cytoplasmic domains and preferably, will have less than 0.5% of 
such domains: It will be understood that any transmembrane domains identified for the PRO polypeptides of 

20 the present invention are identified pursuant to criteria routinely employed in the art for identifying that type of 
hydrophobic domain. The exact boundaries of a transmembrane domain may vary but most likely by no more 
than about 5 amino acids at either end of the domain as initially identified herein. Optionally, therefore, an 
extracellular domain of a PRO polypeptide may contain from about 5 or fewer amino acids on either side of the 
transmembrane domain/extracellular domain boundary as identified in the Examples or specification and such 

25 polypeptides, with or without the associated signal peptide, and nucleic acid encoding them, are comtemplated 
by the present invention. 

The approximate location of the "signal peptides " of the various PRO polypeptides disclosed herein are 
shown in the present specification and/or the accompanying figures. Iris noted, however, that the C-terminal 
boundary of a signal peptide may vary, but most likely by no more than about 5 amino acids on either side of 

30 the signal peptide C-terminal boundary as initially identified herein, wherein the C-terminal boundary of the 
signal peptide may be identified pursuant to criteria routinely employed in the art for identifying that type of 
amino acid sequence element (e.g.. Nielsen et al., Prot. Eng. 10: 1 -6 (1997) and von Heinje et al.. Nucl. Acids. 
fi es * 14:4683-4690 (1986)). Moreover, it is also recognized that, in some cases; cleavage of a signal sequence 
from a secreted polypeptide is not entirely uniform, resulting in more than one secreted species. These mature 

35 polypeptides, where the signal peptide is cleaved within no more than about 5 amino acids on either side of the 
C-terminal boundary of the signal peptide as identified herein, and the polynucleotides encoding them, are 
contemplated by the present invention. 



125 



BNSDOCID: <WO; 0053756A2_I_> 



WO 00/53756 



PCT/US00/04341 



15 



"PRO polypeptide variant" means an active PRO polypeptide as defined above or below having at least 
about 80% am.no acid sequence identity with a full-length native sequence PRO polypeptide sequence as 
disclosed herein, a PRO polypeptide sequence lacking the signal peptide as disclosed herein, an extracellular 
domain of a PRO polypeptide, with or without the signal peptide, as disclosed herein or any other fragment of 
a full-length PRO polypeptide sequence as disclosed herein. Such PRO polypeptide variants include, for 
5 instance, PRO polypeptides wherein one or more amino acid residues are added, or deleted, at the N- or C- 
terminus of the full-length native amino acid sequence. Ordinarily, a PRO polypeptide variant will have at least 
about 80% amino acid sequence identity, preferably at least about 81% amino acid sequence identity, more 
preferably at least about 82% amino acid sequence identity, more preferably at least about 83% amino acid 
sequence identity, more preferably at least about 84% amino acid sequence identity, more preferably at least 
10 about 85% amino acid sequence identity, more preferably at least about 86% amino acid sequence identity, more 
preferably at least about 87% amino acid sequence identity, more preferably at least about 88% amino acid 
sequence identity, more preferably at least about 89% amino acid sequence identity, more preferably at least 
about 90% amino acid sequence identity, more preferably at least about 91 % amino acid sequence identity, more 
preferably at least about 92% amino acid sequence identity, more preferably at least about 93% amino acid 
sequence identity, more preferably at least about 94% amino acid sequence identity, more preferably at least 
about 95 % amino acid sequence identity, more preferably at least about 96 % amino acid sequence identity, more 
preferably at least about 97% amino acid sequence identity, more preferably at least about 98% amino acid 
sequence identity and most preferably at least about 99% amino acid sequence identity with a full-length native 
sequence PRO polypeptide sequence as disclosed herein, a PRO polypeptide sequence lacking the signal peptide 
20 as disclosed herein, an extracellular domain of a PRO polypeptide, with or without the signal peptide, as 
disclosed herein or any other specifically defined fragment of a full-length PRO polypeptide sequence as 
disclosed herein. Ordinarily, PRO variant polypeptides are at least about 10 amino acids in length, often at leasi 
about 20 amino acids in length, more often at least about 30 amino acids in length, more often at least about 40 
amino acids in length, more often at least about 50 amino acids in length, more often at least about 60 amino 
25 acids in length, more often at least about 70 amino acids in length, more often at least about 80 amino acids in 
length, more often at least about 90 amino acids in length, more often at least about 100 amino acids in length, 
more often at least about 150 amino acids in length, more often at least about 200 amino acids in length, more 
often at least about 300 amino acids in length, or more. 

"Percent (%) amino acid sequence identity" with respect to the PRO polypeptide sequences identified 
30 herein is defined as the percentage of amino acid residues in a candidate sequence that are identical with the 
amino acid residues in the specific PRO polypeptide sequence, after aligning the sequences and introducing gaps, 
if necessary, to achieve the maximum percent sequence identity, and not considering any conservative 
substitutions as part of the sequence identity. Alignment for purposes of determining percent amino acid 
sequence identity can be achieved in various ways that are within the skill in the art, for instance, using publicly 
35 available computer software such as BLAST, BLAST-2, ALIGN or Megalign (DNASTAR) software. Those 
skilled in the an can determine appropriate parameters for measuring alignment, including any algorithms needed 
to achieve maximal alignment over the full length of the sequences being compared. For purposes herein, 
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however, % amino acid sequence identity values are generated using the sequence comparison computer program 
ALIGN-2, wherein the complete source code for the ALIGN-2 program is provided in Table 1 below. The 
ALIGN-2 sequence comparison computer program was authored by Genentech, Inc. and the source code shown 
in Table 1 below has been filed with user documentation in the U.S. Copyright Office, Washington D.C., 20559, 
where it is registered under U.S. Copyright Registration No. TXU5 10087. The ALIGN-2 program is publicly 
5 available through Genentech, Inc., South San Francisco, California or may be compiled from the source code 
provided in Table 1 below. The ALIGN-2 program should be compiled for use on a UNIX operating system, 
preferably digital UNIX V4.0D. All sequence comparison parameters are set by the ALIGN-2 program and 
do not vary. 

In situations where ALIGN-2 is employed for amino acid sequence comparisons, the % amino acid 
10 sequence identity of a given amino acid sequence A to, with, or against a given amino acid sequence B (which 
can alternatively be phrased as a given amino acid sequence A that has or comprises a certain % amino acid 
sequence identity to, with, of against a given amino acid sequence B) is calculated as follows: 



100 times the fraction X/Y 

15 

where X is the number of amino acid residues scored as identical matches by the sequence alignment program 
ALIGN-2 in that program's alignment of A and B, and where Y is the total number of amino acid residues in 
B. It. will be appreciated that where the length of amino acid sequence A is not equal to the length of amino acid 
sequence B, the % amino acid sequence identity of A to B will not equal the % amino acid sequence identity of 

20 B to A. As examples of % amino acid sequence identity calculations using this method, Tables 2 and 3 
demonstrate how to calculate the % amino acid sequence identity of the amino acid sequence designated 
"Comparison Protein** to the amino acid sequence designated "PRO" , wherein "PRO" represents the amino acid 
sequence of a hypothetical PRO polypeptide of interest, "Comparison Protein" represents the amino acid 
sequence of a polypeptide against which the "PRO" polypeptide of interest is being compared, and "X, "Y" and 

25 "Z" each represent different hypothetical amino acid residues. 

Unless specifically stated otherwise, all % amino acid sequence identity values used herein are obtained 
as described in the immediately preceding paragraph using the ALIGN-2 computer program. However, % amino 
acid sequence identity values may also be obtained as described below by using the WU-BLAST-2 computer 
program (Altschul et al., Methods in Enzvmology 266:460-480 (1996)). Most of the WU-BLAST-2 search 

30 parameters are set to the default values. Those not set to default values, i.e., the adjustable parameters, are set 
with the following values: overlap span = 1, overlap fraction = 0.125, word threshold (T) = 1 1, and scoring 
matrix = BLOSUM62. When WU-BLAST-2 is employed, a % amino acid sequence identity value is 
determined by dividing (a) the number of matching identical amino acid residues between the amino acid 
sequence of the PRO polypeptide of interest having a sequence derived from the native PRO polypeptide and 

35 the comparison amino acid sequence of interest (i.e. , the sequence against which the PRO polypeptide of interest 
is being compared which may be a PRO variant polypeptide) as determined by WU-BLAST-2 by (b) the total 
number of amino acid residues of the PRO polypeptide of interest. For example, in the statement "a polypeptide 
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comprising an the amino acid sequence A which has or having at least 80% ammo acid sequence identity to the 
amino acid sequence B", the amino acid sequence A is the comparison amino acid sequence of interest and the 
amino acid sequence B is the amino acid sequence of the PRO polypeptide of interest. 

Percent amino acid sequence identity may also be determined using the sequence comparison program 
NCBI-BLAST2 (Altschul et al., Nucleic Acids Res 25:3389-3402 (1997)). The NCBI-BLAST2 sequence 
comparison program may be downloaded from http://www.ncbi.nlm.nih.gov. NCBI-BLAST2 uses several 
search parameters, wherein all of those search parameters are set to default values including, for example, 
unmask = yes, strand = all, expected occurrences = 10, minimum low complexity length = 15/5, multi-pass 
e-value = 0.01 . constant for multi-pass = 25, dropoff for final gapped alignment = 25 and scoring matrix = 
BLOSUM62. 

In situations where NCBI-BLAST2 is employed for amino acid sequence comparisons, the % amino 
acid sequence identity of a given amino acid sequence A to, with, or against a given amino acid sequence B 
(which can alternatively be phrased as a given amino acid sequence A that has or comprises a certain % amino 
acid sequence identity to, with, or against a given amino acid sequence B) is calculated as follows: 

1 00 times the fraction X/Y 

where X is the number of amino acid residues scored as identical matches by the sequence alignment program 
NCBI-BLAST2 in that program's alignment of A and B, and where Y is the total number of amino acid residues 
in B. It will be appreciated that where the length of amino acid sequence A is not equal to the length of amino 
acid sequence B, the % amino acid sequence identity of A to B will not equal the % amino acid sequence identity 
of B to A. 

"PRO variant polynucleotide" or "PRO variant nucleic acid sequence" means a nucleic acid molecule 
which encodes an active PRO polypeptide as defined below and which has at least about 80% nucleic acid 
sequence identity with a nucleotide acid sequence encoding a full-length native sequence PRO polypeptide 
sequence as disclosed herein, a full-length native sequence PRO polypeptide sequence lacking the signal peptide 
as disclosed herein, an extracellular domain of a PRO polypeptide, with or without the signal peptide, as 
disclosed herein or any other fragment of a full-length PRO polypeptide sequence as disclosed herein. 
Ordinarily, a PRO variant polynucleotide will have at least about 80% nucleic acid sequence identity, more 
preferably at least about 81% nucleic acid sequence identity, more preferably at least about 82% nucleic acid 
sequence identity, more preferably at least about 83% nucleic acid sequence identity, more preferably at least 
about 84% nucleic acid sequence identity, more preferably at least about 85% nucleic acid sequence identity, 
more preferably at least about 86% nucleic acid sequence identity, more preferably at least about 87% nucleic 
acid sequence identity, more preferably at least about 88% nucleic acid sequence identity, more preferably at 
least about 89% nucleic acid sequence identity, more preferably at least about 90% nucleic acid sequence 
identity, more preferably at least about 91 % nucleic acid sequence identity, more preferably at least about 92% 
nucleic acid sequence identity, more preferably at least about 93% nucleic acid sequence identity, more 
preferably at least about 94% nucleic acid sequence identity, more preferably at least about 95% nucleic ac.d 



128 



BNSDOCID: <WO_0O53756A2J_> 



WO 00/53756 



PCT/US00/04341 



sequence identity, more preferably at least about 96% nucleic acid sequence identity, more preferably at least 
about 97% nucleic acid sequence identity, more preferably at least about 98% nucleic acid sequence identity and 
yet more preferably at least about 99% nucleic acid sequence identity with a nucleic acid sequence encoding a 
full-length native sequence PRO polypeptide sequence as disclosed herein, a full-length native sequence PRO 
polypeptide sequence lacking the signal peptide as disclosed herein, an extracellular domain of a PRO 
5 polypeptide, with or without the signal sequence, as disclosed herein or any other fragment of a full-length PRO 
polypeptide sequence as disclosed herein. Variants do not encompass the native nucleotide sequence. 

Ordinarily, PRO variant polynucleotides are at least about 30 nucleotides in length, often at least about 
60 nucleotides in length, more often at least about 90 nucleotides in length, more often at least about 120 
nucleotides in length, more often at least about 150 nucleotides in length, more often at least about 180 
10 nucleotides in length, more often at least about 210 nucleotides in length, more often at least about 240 
nucleotides in length, more often at least about 270 nucleotides in length, more often at least about 300 
nucleotides in length, more often at least about 450 nucleotides in length, more often at least about 600 
nucleotides in length, more often at least about 900 nucleotides in length, or more. 

"Percent (%) nucleic acid sequence identity " with respect to PRO-encoding nucleic acid sequences 
15 identified herein is defined as the percentage of nucleotides in a candidate sequence that are identical with the 
nucleotides in the PRO nucleic acid sequence of interest, after aligning the sequences and introducing gaps, if 
necessary, to achieve the maximum percent sequence identity. Alignment for purposes of determining percent 
nucleic acid sequence identity can be achieved in various ways that are within the skill in the art, for instance, 
using publicly available computer software such as BLAST, BLAST-2, ALIGN or Megalign (DNASTAR) 
20 software. For purposes herein, however, % nucleic acid sequence identity values are generated using the 
sequence comparison computer program ALIGN -2, wherein the complete source code for the ALIGN-2 program 
is provided in Table 1 below. The ALIGN-2 sequence comparison computer program was authored by 
Genentech, Inc. and the source code shown in Table 1 below has been filed with user documentation in the U.S. 
Copyright Office, Washington D.C., 20559, where it is registered under U.S. Copyright Registration No. 
25 TXU5 10087. The ALIGN-2 program is publicly available through Genentech, Inc., South San Francisco, 
California or may be compiled from the source code provided in Table i below. The ALIGN-2 program should 
be compiled for use on a UNIX operating system, preferably digital UNIX V4.0D. All sequence comparison 
parameters are set by the ALIGN-2 program and do not vary. 

In situations where ALIGN-2 is employed for nucleic acid sequence comparisons, the % nucleic acid 
30 sequence identity of a given nucleic acid sequence C to, with, or against a given nucleic acid sequence D (which 
can alternatively be phrased as a given nucleic acid sequence C that has or comprises a certain % nucleic acid 
sequence identity to, with, or against a given nucleic acid sequence D) is calculated as follows: 

100 times the fraction W/Z 

* 35 

where W is the number of nucleotides scored as identical matches by the sequence alignment program ALIGN-2 
in that program's alignment of C and D, and where Z is the total number of nucleotides in D. It will be 
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appreciated that where the length of nucleic acid sequence C is not equal to the length of nucleic acid sequence 
D, the % nucleic acid sequence identity of C to D will not equal the % nucleic acid sequence identity of D to 
C. As examples of % nucleic acid sequence identity calculations, Tables 4 and 5, demonstrate how to calculate 
the % nucleic acid sequence identity of the nucleic acid sequence designated "Comparison DNA" to the nucleic 
acid sequence designated "PRO-DNA", wherein " PRO-DNA" represents a hypothetical PRO-encoding nucleic 
5 acid sequence of interest, "Comparison DNA" represents the nucleotide sequence of a nucleic acid molecule 
against which the "PRO-DNA" nucleic acid molecule of interest is being compared, and "N", "L" and "V" each 
represent different hypothetical nucleotides. 

Unless specifically stated otherwise, all % nucleic acid sequence identity values used herein are obtained 
as described in the immediately preceding paragraph using the ALIGN-2 computer program. However, % 
10 nucleic acid sequence identity values may also be obtained as described below by using the WU-BLAST-2 
computer program (Altschul et al., Methods in Enzvmology 266:460-480 (1996)). Most of the WU-BLAST-2 
search parameters are set to the default values. Those not set to default values, i.e., the adjustable parameters, 
are set with the following values: overlap span = 1, overlap fraction = 0.125, word threshold (T) = 11, and 
scoring matrix = BLOSUM62. When WU-BLAST-2 is employed, a % nucleic acid sequence identity value 
15 is determined by dividing (a) the number of matching identical nucleotides between the nucleic acid sequence 
of the PRO polypeptide-encoding nucleic acid molecule of interest having a sequence derived from the native 
sequence PRO polypeptide-encoding nucleic acid and the comparison nucleic acid molecule of interest (i.e., the 
sequence against which the PRO polypeptide-encoding nucleic acid molecule of interest is being compared which 
may be a variant PRO polynucleotide) as determined by WU-BLAST-2 by (b) the total number of nucleotides 
20 of the PRO polypeptide-encoding nucleic acid molecule of interest. For example, in the statement "an isolated 
nucleic acid molecule comprising a nucleic acid sequence A which has or having at least 80% nucleic acid 
sequence identity to the nucleic acid sequence B w , the nucleic acid sequence A is the comparison nucleic acid 
molecule of interest and the nucleic acid sequence B is the nucleic acid sequence of the PRO polypeptide- 
encoding nucleic acid molecule of interest. 
25 Percent nucleic acid sequence identity may also be determined using the sequence comparison program 

NCBI-BLAST2 (Altschul et al., Nucleic Acids Res. 25:3389-3402 (1997)). The NCBI-BLAST2 sequence 
comparison program may be downloaded from http://www.ncbi.nlm.nih.gov. NCBI-BLAST2 uses several 
search parameters, wherein all of those search parameters are set to default values including, for example, 
unmask = yes, strand = all, expected occurrences = 10, minimum low complexity length = 15/5, multi-pass 
30 e-value = 0.01 , constant for multi-pass = 25, dropoff for final gapped alignment = 25 and scoring matrix = 
BLOSUM62. 

In situations where NCBI-BLAST2 is employed for sequence comparisons, the % nucleic acid sequence 
identity of a given nucleic acid sequence C to, with, or against a given nucleic acid sequence D (which can 
alternatively be phrased as a given nucleic acid sequence C that has or comprises a certain % nucleic acid 
35 sequence identity to, with, or against a given nucleic acid sequence D) is calculated as follows: 

100 times the fraction W/Z 
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where W is the number of nucleotides scored as identical matches by the sequence alignment program NCBI- 
BLAST2 in that program's alignment of C and D, and where Z is the total number of nucleotides in D. It will 
be appreciated that where the length of nucleic acid sequence C is not equal to the length of nucleic acid sequence 
D, the % nucleic acid sequence identity of C to D will not equal the % nucleic acid sequence identity of D to 
C. 

5 In other embodiments, PRO variant polynucleotides are nucleic acid molecules that encode an active 

PRO polypeptide and which are capable of hybridizing, preferably under stringent hybridization and wash 
conditions, to nucleotide sequences encoding a full-length PRO polypeptide as disclosed herein. PRO variant 
polypeptides may be those that are encoded by a PRO variant polynucleotide. 

The term "positives", in the context of sequence comparison performed as described above, includes 
10 residues in the sequences compared that are not identical but have similar properties (e.g. as a result of 
conservative substitutions, see Table 6 below). For purposes herein, the % value of positives is determined by 
dividing (a) the number of amino acid residues scoring a positive value between the PRO polypeptide amino acid 
sequence of interest having a sequence derived from the native PRO polypeptide sequence and the comparison 
amino acid sequence of interest (i.e. , the amino acid sequence against which the PRO polypeptide sequence is 
15 being compared) as determined in the BLOSUM62 matrix of WU-BLAST-2 by (b) the total number of amino 
acid residues of the PRO polypeptide of interest. 

Unless specifically stated otherwise, the % value of positives is calculated as described in the 
immediately preceding paragraph. However, in the context of the amino acid sequence identity comparisons 
performed as described for ALIGN-2 and NCBI-BLAST-2 above, includes amino acid residues in the sequences 
20 compared that are not only identical, but also those that have similar properties. Amino acid residues that score 
a positive value to an amino acid residue of interest are those that are either identical to the amino acid residue 
of interest or are a preferred substitution (as defined in Table 6 below) of the amino acid residue of interest. 

For amino acid sequence comparisons using ALIGN-2 or NCBI-BLAST2, the % value of positives of 
a given amino acid sequence A to, with, or against a given amino acid sequence B (which can alternatively be 
phrased as a given amino acid sequence A that has or comprises a certain % positives to, with, or against a given 
amino acid sequence B) is calculated as follows: 



25 



30 



35 



100 times the fraction X/Y 



where X is the number of amino acid residues scoring a positive value as defined above by the sequence 
alignment program ALIGN-2 or NCBI-BLAST2 in that program's alignment of A and B, and where Y is the 
total number of amino acid residues in B. It will be appreciated that where the length of amino acid sequence 
A is not equal to the length of amino acid sequence B, the % positives of A to B will not equal the % positives 



of B to A. 



" Isolated, " when used to describe the various polypeptides disclosed herein, means polypeptide that has 
been identified and separated and/or recovered from a component of its natural environment. Contaminant 
components of its natural environment are materials that would typically interfere with diagnostic or therapeutic 
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uses for the polypeptide, and may include enzymes, hormones, and other proteinaceous or non-proteinaceous 
solutes. In preferred embodiments, the polypeptide will be purified (1) to a degree sufficient to obtain at least 
15 residues of N-terminal or internal amino acid sequence by use of a spinning cup sequenator, or (2) to 
homogeneity by SDS-PAGE under non-reducing or reducing conditions using Coomassic blue or, preferably, 
silver stain. Isolated polypeptide includes polypeptide in situ within recombinant cells, since at least one 
5 component of the PRO polypeptide natural environment will not be present. Ordinarily, however, isolated 
polypeptide will be prepared by at least one purification step. 

An "isolated" PRO polypeptide-encoding nucleic acid or other polypeptide-encoding nucleic acid is a 
nucleic acid molecule that is identified and separated from at least one contaminant nucleic acid molecule with 
which it is ordinarily associated in the natural source of the polypeptide-encoding nucleic acid. An isolated 

10 polypeptide-encoding nucleic acid molecule is other than in the form or setting in which it is found in nature. 
Isolated polypeptide-encoding nucleic acid molecules therefore are distinguished from the specific polypeptide- 
encoding nucleic acid molecule as it exists in natural cells. However, an isolated polypeptide-encoding nucleic 
acid molecule includes polypeptide-encoding nucleic acid molecules contained in cells that ordinarily express the 
polypeptide where, for example, the nucleic acid molecule is in a chromosomal location different from that of 

15 natural cells. 

The term "control sequences'' refers to DNA sequences necessary for the expression of an operably 
linked coding sequence in a particular host organism. The control sequences that are suitable for prokaryotes, 
for example, include a promoter, optionally an operator sequence, and a ribosome binding site. Eukaryotic cells 
are known to utilize promoters, polyadenylation signals, and enhancers. 

20 Nucleic acid is "operably linked" when it is placed into a functional relationship with another nucleic 

acid sequence. For example, DNA for a presequence or secretory leader is operably linked to DNA for a 
polypeptide if it is expressed as a preprotein that participates in the secretion of the polypeptide; a promoter or 
enhancer is operably linked to a coding sequence if it affects the transcription of the sequence; or a ribosome 
binding site is operably linked to a coding sequence if it is positioned so as to facilitate translation. Generally, 

25 "operably linked" means that the DNA sequences being linked are contiguous, and, in the case of a secretory 
leader, contiguous and in reading phase. However, enhancers do 'not have to be contiguous. Linking is 
accomplished by ligation at convenient restriction sites. If such sites do not exist, the synthetic oligonucleotide 
adaptors or linkers are used in accordance with conventional practice. 

The term "antibody" is used in the broadest sense and specifically covers, for example, single anti-PRO 

30 monoclonal antibodies (including agonist, antagonist, and neutralizing antibodies), anti-PRO antibody 
compositions with polyepitopic specificity, single chain anti-PRO antibodies, and fragments of anti-PRO 
antibodies (see below). The term "monoclonal antibody" as used herein refers to an antibody obtained from a 
population of substantially homogeneous antibodies, i.e. , the individual antibodies comprising the population are 
identical except for possible naturally-occurring mutations that may be present in minor amounts. 

35 "Stringency" of hybridization reactions is readily determinable by one of ordinary skill in the art, and 

generally is an empirical calculation dependent upon probe length, washing temperature, and salt concentration. 
In general, longer probes require higher temperatures for proper annealing, while shorter probes need lower 
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temperatures. Hybridization generally depends on the ability of denatured DNA to reanneal when 
complementary strands are present in an environment below their melting temperature. The higher the degree 
of desired homology between the probe and hybridizable sequence, the higher the relative temperature which 
can be used. As a result, it follows that higher relative temperatures would tend to make the reaction conditions 
more stringent, while lower temperatures less so. For additional details and explanation of stringency of 
5 hybridization reactions, see Ausubel et al., Current Protocols in Molecular Biology . Wiley Interscience 
Publishers, (1995). 

"Stringent conditions" or "high stringency conditions", as defined herein, may be identified by those 
that: (1) employ low ionic strength and high temperature for washing, for example 0.015 M sodium 
chloride/0;0015 M sodium citrate/0.1% sodium dodecyl sulfate at 50°C; (2) employ during hybridization a 
10 denaturing agent, such as formamide, for example, 50% (v£v) formamide with 0.1% bovine serum 
albumin/0. 1 % Ficoll/0. 1 % poly vinyipyrrolidone/50mM sodium phosphate buffer at pH 6.5 with 750 mM sodium 
chloride, 75 mM sodium citrate at 42°C; or (3) employ 50% formamide, 5 x SSC (0.75 M NaCl, 0.075 M 
sodium citrate), 50 mM sodium phosphate (pH 6.8), 0.1% sodium pyrophosphate, 5 x Denhardt's solution, 
sonicated salmon sperm DNA (50 /xg/ml), 0.1 % SDS, and 10% dextran sulfate at 42°C, with washes at 42°C 

15 in 0.2 x SSC (sodium chloride/sodium citrate) and 50%. formamide at 55°C, followed by a high-stringency wash 
consisting of 0.1 x SSC containing EDTA at 55 °C. 

"Moderately stringent conditions" may be identified as described by Sambrook et al., Molecular 
Cloning: A Laboratory Manual, New York: Cold Spring Harbor Press, 1989, and include the use of washing 
solution and hybridization conditions (e.g., temperature, ionic strength and %SDS) less stringent that those 

20 described above. An example of moderately stringent conditions is overnight incubation at 37°C in a solution 
comprising: 20% formamide, 5 x SSC (150 mM NaCl" 15 mM trisodium citrate), 50 mM sodium phosphate (pH 
7.6), 5 x Denhardt's solution, 10% dextran sulfate, and 20 mg/ml denatured sheared salmon sperm DNA, 
followed by washing the filters in 1 x SSC at about 37-50°C. The skilled artisan will recognize how to adjust 
the temperature, ionic strength, etc. as necessary to accommodate factors such as probe length and the like. 

2$ The term "epitope tagged" when used herein refers to a chimeric polypeptide comprising a PRO 

polypeptide fused to a "tag polypeptide". The tag polypeptide has enough residues to provide an epitope against 
which an antibody can be made, yet is short enough such that it does not interfere with activity of the polypeptide 
to which it is fused, the tag polypeptide preferably also is fairly unique so that the antibody does not 
substantially cross-react with other epitopes. Suitable tag polypeptides generally have at least six amino acid 

30 residues and usually between about 8 and 50 amino acid residues (preferably, between about 10 and 20 amino 
acid residues). 

As used herein, the term "immunoadhesin" designates antibody-like molecules which combine the 
binding specificity of a heterologous protein (an "adhesin") with the effector functions of immunoglobulin 
constant domains. Structurally, the immunoadhesins comprise a fusion of an amino acid sequence with the 
35 desired binding specificity which is other than the antigen recognition and binding site of an antibody (i.e., is 
"heterologous"), and an immunoglobulin constant domain sequence. The adhesin part of an immunoadhesin 
molecule typically is a contiguous amino acid sequence comprising at least the binding site of a receptor or a 
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ligand. The immunoglobulin constant domain sequence in the immunoadhesin may be obtained from any 
immunoglobulin, such as IgG-1, IgG-2, IgG-3, or lgG-4 subtypes, IgA (including IgA-1 and IgA-2), IgE, IgD 
or IgM. 

"Active M or "activity" for the purposes herein refers to form(s) of a PRO polypeptide which retain a 
biological and/or an immunological activity of native or naturally-occurring PRO, wherein "biological" activity 
5 refers to a biological function (cither inhibitory or stimulatory) caused by a native or naturally-occurring PRO 
other than the ability to induce the production of an antibody against an antigenic epitope possessed by a native 
or naturally-occurring PRO and an "immunological" activity refers to the ability to induce the production of an 
antibody against an antigenic epitope possessed by a native or naturally-occurring PRO. 

The term "antagonist" is used in the broadest sense, and includes any molecule that partially or fully 
10 blocks, inhibits, or neutralizes a biological activity of a native PRO polypeptide disclosed herein. In a similar 
manner, the term "agonist" is used in the broadest sense and includes any molecule that mimics a biological 
activity of a native PRO polypeptide disclosed herein. Suitable agonist or antagonist molecules specifically 
include agonist or antagonist antibodies or antibody fragments, fragments or amino acid sequence variants of 
native PRO polypeptides, peptides, antisense oligonucleotides, small organic molecules, etc. Methods for 
15 identifying agonists or antagonists of a PRO polypeptide may comprise contacting a PRO polypeptide with a 
candidate agonist or antagonist molecule and measuring a detectable change in one or more biological activities 
normally associated with the PRO polypeptide. 

"Treatment" refers to both therapeutic treatment and prophylactic or preventative measures, wherein 
the object is to prevent or slow down (lessen) the targeted pathologic condition or disorder. Those in need of 
20 treatment include those already with the disorder as well as those prone to have the disorder or those in whom 
the disorder is to be prevented. 

"Chronic" administration refers to administration of the agent(s) in a continuous mode as opposed to 
an acute mode, so as to maintain the initial therapeutic effect (activity) for an extended period of time. 
"Intermittent" administration is treatment that is not consecutively done without interruption, but rather is cyclic 
25 in nature. 

"Mammal" for purposes of treatment refers to any animal classified as a mammal, including humans, 
domestic and farm animals, and zoo, sports, or pet animals, such as dogs, cats, cattle, horses, sheep, pigs, goats, 
rabbits, etc. Preferably, the mammal is human. 

Administration "in combination with" one or more further therapeutic agents includes simultaneous 
30 (concurrent) and consecutive administration in any order. 

"Carriers" as used herein include pharmaceutical ly acceptable carriers, excipients, or stabilizers which 
are nontoxic to the cell or mammal being exposed thereto at the dosages and concentrations employed. Often 
the physiologically acceptable carrier is an aqueous pH buffered solution. Examples of physiologically 
acceptable carriers include buffers such as phosphate, citrate, and other organic acids; antioxidants including 
35 ascorbic acid; low molecular weight (less than about 10 residues) polypeptide; proteins, such as serum albumin, 
gelatin, or immunoglobulins; hydrophilic polymers such as polyvinylpyrrolidone; amino acids such as glycine, 
glutamine, asparagine, arginine or lysine: monosaccharides, disaccharides, and other carbohydrates including 
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glucose, mannose, or dextrins; chelating agents such as EDTA; sugar alcohols such as mannitol or sorbitol; salt- 
forming coumerions such as sodium; and/or nonionic surfactants such as TWEEN™. polyethylene glycol (PEG), 
and PLURONICS™. 

"Antibody fragments" comprise a portion of an intact antibody, preferably the antigen binding or 
variable region of the intact antibody. Examples of antibody fragments include Fab, Fab', F(ab')„ and Fv 
5 fragments; diabodies; linear antibodies (Zapata et al., Protein Eng 8(10): 1057-1062 [1995]); single-chain 
antibody molecules; and multispecific antibodies formed from antibody fragments. 

Papain digestion of antibodies produces two identical antigen-binding fragments, called "Fab" 
fragments, each with a single antigen-binding site, and a residual "Fc" fragment, a designation reflecting the 
ability to crystallize readily. Pepsin treatment yields an F(ab') 3 fragment that has two antigen-combining sites 
10 and is still capable of cross-linking antigen. 

"Fv" is the minimum antibody fragment which contains a complete antigen-recognition and -binding 
site. This region consists of a dimer of one heavy- and one light-chain variable domain in tight, non-covalent 
association. It is in this configuration that the three CDRs of each variable domain interact to define an antigen- 
binding site on the surface of the V H -V L dimer: Collectively, the six CDRs confer antigen-binding specificity 
15 to the antibody. However, even a single variable domain (or half of an Fv comprising only three CDRs specific 
for an antigen) has the ability to recognize and bind antigen, although at a lower affinity than the entire binding 
site. ' _ . ■ . 

The Fab fragment also contains the constant domain of the light chain and the first constant domain 
(CHI) of the heavy chain. Fab fragments differ from Fab' fragments by the addition of a few residues at the 
20 carboxy terminus of the heavy chain CHI domain including one or more cysteines from the antibody hinge 
region. Fab'-SH is the designation herein for Fab 1 in which the cysteine residue(s) of the constant domains bear 
a free thiol group. F(ab'), antibody fragments originally were produced as pairs of Fab' fragments which have 
hinge cysteines between them. Other chemical couplings of antibody fragments are also known. 

The "light chains" of antibodies (immunoglobulins) from any vertebrate species can be assigned to one 
25 of two clearly distinct types, called kappa and lambda, based on the amino acid sequences of their constant 
domains. 

Depending on the amino acid sequence of the constant domain of their heavy chains, immunoglobulins 
can be assigned to different classes. There are five major classes of immunoglobulins: IgA, IgD, IgE, IgG, and 
IgM, and several of these may be further divided into subclasses (isotypes), e.g., IgGl, IgG2, lgG3, IgG4, IgA, 
30 and IgA2. 

"Single-chain Fv" or "sFv" antibody fragments comprise the V H and V L domains of antibody, wherein 
these domains are present in a single polypeptide chain. Preferably, the Fv polypeptide further comprises a 
polypeptide linker between the V H and V L domains which enables the sFv to form the desired structure for 
antigen binding. For a review of sFv, see Pluckthun in The Pharmacology of Monoclonal Antibodies vol. 1 1 3, 
35 Rosenburg and Moore eds., Springer- Verlag, New York, pp. 269-315 (1994). 

The term "diabodies" refers to small antibody fragments with two antigen-binding sites, which 
fragments comprise a heavy-chain variable domain (V H ) connected to a light-chain variable domain (V L ) in the 
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same polypeptide chain (V„-V L ). By using a linker that is too short to allow pairing between the two domains 
on the same chain, the domains are forced to pair with the complementary domains of another chain and create 
two antigen-binding sites. Diabodies are described more fully in. for example, EP 404.097; WO 93/1 1 1 6 1 : and 
Hollinger et al., Proc. Nail. Acad. Sci. USA . 90:6444-6448 (1993). 

An "isolated" antibody is one which has been identified and separated and/or recovered from a 
component of its natural environment. Contaminant components of its natural environment are materials which 
would interfere with diagnostic or therapeutic uses for the antibody, and may include enzymes, hormones, and 
other proteinaceous or nonproteinaceous solutes. In preferred embodiments, the antibody will be purified (1) 
to greater than 95% by weight of antibody as determined by the Lowry method, and most preferably more than 
99% by weight, (2) to a degree sufficient to obtain at least 15 residues of N-terminal or internal amino acid 
sequence by use of a spinning cup sequcnator, or (3) to homogeneity by SDS-PAGE under reducing or 
nonreducing conditions using Coomassie blue or, preferably, silver stain. Isolated antibody includes the antibody 
in situ within recombinant cells since at least one component of the antibody's natural environment will not be 
present. Ordinarily, however, isolated antibody will be prepared by at least one purification step. 

The word "label " when used herein refers to a detectable compound or composition which is conjugated 
directly or indirectly to the antibody so as to generate a "labeled" antibody. The label may be detectable by itself 
(e.g. radioisotope labels or fluorescent labels) or, in the case of an enzymatic label, may catalyze chemical 
alteration of a substrate compound or composition which is detectable. 

By "solid phase" is meant a non-aqueous matrix to which the antibody of the present invention can 
adhere. Examples of solid phases encompassed herein include those formed partially or entirely of glass (e.g. , 
controlled pore glass), polysaccharides (e.g., agarose), polyacrylamides, polystyrene, polyvinyl alcohol and 
silicones. In certain embodiments, depending on the context, the solid phase can comprise the well of an assay 
plate; in others it is a purification column (e.g., an affinity chromatography column). This term also includes 
a discontinuous solid phase of discrete particles, such as those described in U.S.' Patent No. 4,275, 149. 

A "liposome" is a small vesicle composed of various types of lipids, phospholipids and/or surfactant 
which is useful for delivery of a drug (such as a PRO polypeptide or antibody thereto) to a mammal. The 
components of the liposome are commonly arranged in a bilayer formation, similar to the lipid arrangement of 
biological membranes. 

A "small molecule" is defined herein to have a molecular weight below about 500 Daltons. 

As used herein, "vascular endothelial cell growth factor-E," or "VEGF-E," refers to a mammalian 
30 growth factor as described herein, including the human amino acid sequence of Figure 207, a sequence which 
has homology to VEGF and bone morphogenetic protein 1 and which includes complete conservation of all 
VEGF cysteine residues, which have been shown to be required for biological activity of VEGF. VEGF-E 
expression includes expression in human fetal bone, thymus, and the gastrointestinal tract. The biological 
activity of native VEGF-E is shared by any analogue or variant thereof that is capable of promoting selective 
35 growth and/or survival of umbilical vein endothelial cells, induces proliferation of pluripotent fibroblast cells, 
induces immediate early gene c-fos in human endothelial cell lines and causes myocyte hypertrophy in cardiac 
cells, or which possesses an immune epitope that is immunologically cross-reactive with an antibody raised 
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against at least one epitope of the corresponding native VEGF-E. The human VEGF-E herein is active on rat 
and mouse cells indicating conservation across species. Moreover, the VEGF-E herein is expressed at the 
growth plate region and has been shown to embrace fetal myocytes. 

As used herein, "vascular endothelial cell growth factor," or "VEGF," refers to a mammalian growth 
factor as defined in U.S. Patent 5,332,67 1 . The biological activity of native VEGF is shared by any analogue 
5 or variant thereof that is capable of promoting selective growth of vascular endothelial cells but not of bovine 
corneal endothelial cells, lens epithelial cells, adrenal cortex cells, BHK-21 fibroblasts, or keratinocytes, or that 
possesses an immune epitope that is immunologically cross-reactive with an antibody raised against at least one 
epitope of the corresponding native VEGF. 

The terms M VEGF-E polypeptide " and "VEGF-E" when used herein encompass native sequence VEGF- 
10 E polypeptide and VEGF-E polypeptide variants (which are further defined herein). The VEGF-E polypeptides 
may be isolated from a variety of sources, such as from human tissue types or from another source, or prepared 
by recombinant or synthetic methods. 

Inhibitors of VEGF-E include those which reduce or inhibit the activity or expression of VEGF-E and 
includes antisense molecules. 

15 The abbreviation "KDR M refers to the kinase domain region of the VEGF molecule. VEGF-E has no 

homology with VEGF in this domain. 

The abbreviation "FLT-1 M refers to the FMS-like tyrosine kinase binding domain which is known to 
bind to the corresponding FLT-1 receptor. VEGF-E has no homology with VEGF in this domain. 

"Toll receptor2*\ "TLR2" and "huTLR2" are used interchangeably, and refer to a human Toll receptor 
designated as "HUTLR2* 1 by Rock et al. f Proc. Natl. Acad. Sci. USA 95, 588-593 (1998). 

The term "lipopolysaccharide" or "LPS" is used herein as a synonym of "endotoxin." 
Lipopolysaccharides (LPS) are characteristic components of the outer membrane of Gram-negative bacteria, e.g. , 
Escherichia coli. They consist of a polysaccharide part and a fat called lipid A. The polysaccharide, which 
varies from one bacterial species to another, is made up of the O-specific chain (built from repeating units of 
three to eight sugars) and the two-part core. Lipid A virtually always includes two glucosamine sugars modified 
by phosphate and a variable number of fatty acids. For further information see, for example, Rietschel and 
Brade, Scientific American August 1992, 54-61 . 

The term "septic shock" is used herein in the broadest sense, including all definitions disclosed in Bone, 
Ann. Intern Med. 114, 332-333 (1991). Specifically, septic shock starts with a systemic response to infection, 
a syndrome called sepsis. When this syndrome results in hypotension and organ dysfunction, it is called septic 
shock. Septic shock may be initiated by gram-positive organisms and fungi, as well as endotoxin-containing 
Gram-negative organisms. Accordingly, the present definition is not limited to "endotoxin shock. " 

The phrases "gene amplification" and "gene duplication" are used interchangeably and refer to a 
process by which multiple copies of a gene or gene fragment are formed in a particular cell or cell line. The 
duplicated region (a stretch of amplified DNA) is often referred to as "amplicon" . Usually, the amount of the 
messenger RNA (mRNA) produced, i.e., the level of gene expression, also increases in the proportion of the 
number of copies made of the particular gene expressed. 
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"Tumor", as used herein, refers to all neoplastic cell growth and proliferation, whether malignant or 
benign, and all precancerous and cancerous cells and tissues. The terms "cancer" and "cancerous" refer to or 
describe the physiological condition in mammals that is typically characterized by unregulated cell growth. 
Examples of cancer include but are not limited to, carcinoma, lymphoma, blastoma. sarcoma, and leukemia. 
More particular examples of such cancers include breast cancer, prostate cancer, colon cancer, squamous cell 
cancer, small-cell lung cancer, non-small cell lung cancer, gastrointestinal cancer, pancreatic cancer, 
glioblastoma, cervical cancer, ovarian cancer, liver cancer, bladder cancer, hepatoma, colorectal cancer, 
endometrial carcinoma, salivary gland carcinoma, kidney cancer, vulval cancer, thyroid cancer, hepatic 
carcinoma and various types of head and neck cancer. 

The term "cytotoxic agent" as used herein refers to a substance that inhibits or prevents the function 
of cells and/or causes destruction of cells. The term is intended to include radioactive isotopes (e.g. 1131, 1125, 
Y90 and Rel86), chemotherapeutic agents, and toxins such as enzymatically active toxins of bacterial, fungal, 
plant or animal origin, or fragments thereof. 

A "chemotherapeutic agent" is a chemical compound useful in the treatment of cancer. Examples of 
chemotherapeutic agents include adriamycin, doxorubicin, epirubicin, 5-fluorouracil, cytosine arabinoside ( " Ara- 
C"), cyclophosphamide, thiotepa, busulfan, cytoxin, taxoids, e.g. paclitaxel (Taxol, Bristol-Myers Squibb 
Oncology, Princeton, NJ), and doxetaxel (Taxotere«, Rhone-Poulenc Rorer, Antony, France), toxotere, 
methotrexate, cisplatin, melphalan, vinblastine, bleomycin, etoposide, ifosfamide, mitomycin C, mitoxantrone, 
vincristine, vinorelbine, carboplatin, teniposide, daunomycin, carminomycin, aminopterin, dactinomycin, 
mitomycins, esperamicins (see U.S. Pat. No. 4,675, 187), melphalan and other related nitrogen mustards. Also 
^included in this definition are hormonal agents that act to regulate or inhibit hormone action on tumors such as 
tamoxifen and onapristone. 

A "growth inhibitory agent" when used herein refers to a compound or composition which inhibits 
growth of a cell, especially cancer cell overexpressing any of the genes identified herein, either in vitro or in 
vivo. Thus, the growth inhibitory agent is one which significantly reduces the percentage of cells 
overexpressing such genes in S phase. Examples of growth inhibitory agents include agents that block cell cycle 
progression (at a place other than S phase), such as agents that induce Gl arrest and M-phase arrest. Classical 
M-phase blockers include the vincas (vincristine and vinblastine), taxol, and topo II inhibitors such as 
doxorubicin, epirubicin, daunorubicin, etoposide, and bleomycin. Those agents that arrest Gl also spill over 
into S-phase arrest, for example, DNA alkylating agents such as tamoxifen, prednisone, dacarbazine, 
mechlorethamine, cisplatin, methotrexate, 5-fluorouracil, and ara-C. Further information can be found in The 
Molecular Basis of Cancer, Mendelsohn and Israel, eds., Chapter 1, entitled "Cell cycle regulation, oncogens, 
and antineoplastic drugs "by Murakami et al. (WB Saunders: Philadelphia, 1995), especially p. 13. 
"Doxorubicin" is an athracycline antibiotic. 

The term "cytokine" is a generic term for proteins released by one cell population which act on another 
cell as intercellular mediators. Examples of such cytokines are lymphokines. monokines, and traditional 
polypeptide hormones. Included among the cytokines are growth hormone such as human growth hormone, N- 
methionyl human growth hormone, and bovine growth hormone; parathyroid hormone; thyroxine: insulin; 
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Table 1 

/* 

* C-C increased from 12 to 15 

* Z is average of EQ 
5 * B is average of ND 

* match with stop is _M; stop-stop = 0; J (joker) match = 0 
*/ 

^define _M -8 /* value of a match with a stop */ 

10 int _day[26][261 = { 

/* ABCDEFGHIJKLMNOPQRSTUVWXYZ*/ 

/* A */ { 2, 0,-2. 0, 0,-4, 1,-1,-1, Oi-1,-2,-1, 0,_M, 1, 0,-2. 1, 1, 0, 0,-6, 0,-3, 0} 

/* B */ { 0, 3,-4, 3, 2,-5, 0. 1,-2, 0, 0,-3,-2, 2.M.-I, I, 0, 0, 0, 0-2-5 0 -3 1}' 

/* C */ {-2,-4,15,-5.-5,-4,-3,-3,-2, 0,-5,-6,-5,-4,_M,-3,-5.-4, 0,-2, 0,-2,-8, 0, 0,-5}, 

15 /* D */ { 0, 3,-5, 4, 3,-6, 1, 1,-2, 0, 0,-4,-3, 2,_M,-1, 2,-1. 0, 0. 0,-2,-7, 0,-4, 2}, 

/* E */ { 0, 2,-5, 3, 4,-5, 0, 1,-2, 0, 0,-3,-2, 1,_M,-1, 2,-1, 0. 0, 0,-2,-7, 0,-4, 3} 

/* F */ {-4,-5,-4,-6,-5, 9,-5,-2, 1, 0,-5, 2, 0,-4,_M,-5,-5.-4,-3,-3, 0,-1, 0, 0 7 -5} 

/*G*/ { 1,0,-3, 1,0,-5, 5,-2,-3, 0,-2,-4,-3, 0,_M,-h-l,-3. 1,0,0,-1.-7,0-5 0}' 

/*H */ {-1, 1,-3, 1, 1,-2,-2, 6,-2, 0,0,-2,-2, 2,_M, 0, 3,2,-1,-1,0,-2,-3,0,0 2} 

20 /* I */ {-1,-2,-2,-2,-2, 1,-3,-2, 5, 0,-2, 2, 2,-2,_M,-2,-2.-2,-l . 0. 0, 4,-5. 0,-1,-2}, 

/* J */ { 0, 0, 0, 0. 0, 0, 0, 0. 0, 0, 0, 0, 0, 0, _M, 0, 0. 0, 0, 0. 0. 0, 0, 0, 0, 0} 

/* K */ {-1, 0,-5, 0, 0,-5,-2, 0.-2, 0, 5,-3, 0, 1 ,_M,-1 , 1,3.0, 0, 0,-2,-3, 0,-4, 0}, 

/* L */ {-2,-3.-6,-4.-3, 2,-4,-2, 2, 0,-3, 6, 4,-3,_M,-3,-2,-3,-3.-l , 0, 2,-2, 0,-1,-2}, 

/* M */ {-1,-2,-5,-3,-2, 0,-3,-2. 2, 0, 0, 4, 6,-2._M,-2.-1 , 0,-2.-1, 0, 2,-4, 0 -2 -1} 

25 /*N*/ {0,2,-4.2. 1,-4,0.2,-2,0, 1,-3,-2, 2,_M,-1, 1,0, 1,0,0,-2,-4.0,-2, 1}/ 

/*0*/ {_M,_M,_M,_M,_M._M,_M,_M._M,_M,_M,_M._M,_M, 0,_M,_M._M,_M, Jvl, M M M M M M} 

/*P*/ { 1,-1,-3,-1,-1,-5,-1, 0,-2, 0,-1,-3, -2,-K_M, 6, 0,0, 1.0, 0,-1,-6, 0,-5, 0} 

/* Q */ { 0, 1,-5, 2, 2,-5,-1, 3,-2, 0, 1,-2,-1, 1,_M, 0, 4, 1,-1,-1. 0,-2,-5, 0,-4, 3}. 

/* R */ {-2, 0,-4,-1.-1,-4,-3. 2,-2, 0, 3,-3, 0, 0,_M, 0, 1, 6. 0.-1. 0,-2, 2. 0,-4, 0}. 

30 /* S */ { 1, 0, 0, 0, 0,-3. 1,-1,-1, 0, 0.-3,-2, 1,_M, 0, 2, 1, 0,-1,-2, 0,-3, 0}, 

/* T */ { 1, 0,-2, 0, 0,-3, 0,-1, 0, 0, 0,-1,-1, 0,_M, 0,-1,-1, 1, 3. 0, 0,-5, 0,-3! 0}] 

/* U */ { 0, 0, 0, 0, 0, 0. 0, 0, 0, 0, 0, 0, 0, 0,_M, 0, 0, 0, 0. 0. 0, 0, 0, 0. 0, 0}/ 

/* V */ { 0,-2,-2.-2.-2,-1,-1,-2. 4, 0,-2, 2, 2,-2,Jvt,-l ,-2,-2.-1 , 0, 0, 4,-6, 0,-2,-2}, 

/* W */ {-6,-5,-8, : 7,-7, 0.-7,-3.-5, 0,-3,-2. -4,-4,_M,-6,-5, 2.-2,-5. 0.-6,17, 0, 0,-6}, 

35 /* X */ { 0, 0, 0, 0. 0, 0, 0, 0. 0, 0, O, O, 0. 0,J4, 0, O, 0. O, 0. 0. 0, 0, 0, 0, 0}, 

/* Y */ {-3,-3, 0,-4,-4. 7,-5, 0,-1, 0,-4,-1 ,-2, -2,_M, -5, -4,-4, -3. -3. 0,-2. 0, 0,10,-4}, 

/* Z */ { 0, 1,-5. 2, 3,-5, 0. 2,-2. 0, 0,-2,-1, 1 ; _M, 0, 3, 0, 0, 0. 0.-2,-6, 0.-4, 4} 



}; 
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Table 1 fcont') 



*/ 



10 



15 
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^include <stdio.h> 






^include <ctype.h> 






/'define 


MAXJMP 


16 


/* max jumps in a diag */ 


Idefine 


MAXGAP 


24 


/* don't continue to penalize gaps larger than this */ 


^define 


JMPS 


1024 


/* max jmps in an path */ 


^define 


MX 


4 


/* save if there's at least MX-1 bases since last jmp */ 


^define 


DMAT 


3 


/* value of matching bases */ 


^define 


DMIS 


0 


/* penalty for mismatched bases */ 


^define 


DINSO 


8 


/* penalty for a gap */ 


^define 


DINS1 


1 


/* penalty per base */ 


//define 


PINSO 


8 


/* penalty for a gap */ 


^define 


PINS1 


4 


/* penalty per residue */ 


struct jmp { 







}: 



short n[MAXJMP|; /* size of jmp (neg for dely) */ 

unsigned short x[MAXJMPJ; /* base no. of jmp in seq x */ 

/* limits seq to 2" 16 -1 */ 
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struct diag { 










int 


score; 




/* score at last jmp */ 




long 


offset; 




/* offset of prev block */ 




short 


ijmp; 




/* current jmp index */ 


}: 


struct jmp jp; 




/* list of jmps */ 


struct path { 










int 


spc; 


/* 


number of leading spaces */ 




short 


n[JMPS]; 


/* 


size of jmp (gap) */ 


}: 


int 


xrJMPS]; 


/* 


loc of jmp (last elem before gap) */ 


char 




*ofile; 




/* output file name */ 


char 




*namex[2]; 




/* seq names: getseqs() */ 


char 




*prog; 




/* prog name for err msgs */ 


char 




*seqx[2]; 




/* seqs: getseqs() */ 


int 




dmax; 




/* best diag: nw() */ 


int 




dmaxO; 




/* final diag */ 


int 




dna; 




/* set if dna: main() */ 


int 




endgaps; 




/* set if penalizing end gaps */ 


int 




gapx, gapy; 




/* total gaps in seqs */ 


int 




lenO. lenl; 




/* seq lens */ 


int 




ngapx, ngapy; 




/* total size of gaps */ 


int 




smax: 




/* max score: nw() */ 


int 




*xbm; 




/* bitmap for matching */ 


long 




offset: 




/* current offset in jmp file */ 


struct 


diag 


*dx: 




/* holds diagonals */ 


struct 


path 


PP[2]: 




/* holds path for seqs */ 


char 




*calloc(), *malIoc(), 31 


"indexO. *strcpy(); 


char 




*getseq(), *g_calloc(); 
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Table 1 (conV) 

/* Needleman-Wunsch alignment program 

* usage: progs file! fi!e2 

* where filel and file2 are two dna or two protein sequences. 

* The sequences can be in upper- or lower-case an may contain ambiguity 

* Any lines beginning with ';',*>' or are ignored 

* Max file length is 65535 (limited by unsigned short x in the jmp struct) 

* A sequence with 1/3 or more of its elements ACGTU is assumed to be DNA 

* Output is in the file "align. out" 



* The program may create a tmp file in /tmp to hold info about traceback. 

* Original version developed under BSD 4.3 on a vax 8650 
*/ 

/'include "nw.h" 
15 ^include "day.h" 



static _dbval[26] = { 

1,14,2,13,0,0,4,11,0,0,12,0,3,15,0,0,0,5,6,8,8,7,9,0,10 0 

}; ' 

static _pbval[26] = { 

1, 2|(1 < <('D'-*A'))|(1 < <('N'-'A')), 4, 8, 16, 32, 64, 
128, 256. OxFFFFFFF, 1 < < 10, 1< < 1 1, 1< < 12, 1< < 13, 1< < 14, 
1<<15, 1<<16, 1<<17, 1<<18, 1< < 19, 1< <20, 1<<21, 1< <22 
1<<23, 1<<24, l<<25|(l<<rE , - , A , ))|(l<<('Q'- , A , )> 



main(ac, av) 
int 

30 char *av[] 



mam 

int ac; 



prog = avfOj; 
if(ac!=3){ 

fprintf(stderr, "usage: %s filel file2\n", prog); 
35 fprintf(stderr, "where filel and file2 are two dna or two protein sequences. \n"); 

fprintf(stderr, "The sequences can be in upper- or lower-case\n"); 

fprintf(stderr,"Any lines beginning with ';' or ' < * are ignored\n"); 

fprintf(stderr, "Output is in the file ralign.outV'Nn"): 

exit(l): 

40 } 

namexfO] = av[l]: 

namex[l] = av[2]; 

seqxrO] = getseq(namex[0], &lenO); 

seqxfl] = getseq(namex[l]. &lenl); 
45 xbm = (dna)? _dbval : .pbval; 

endgaps - 0; /* 1 to penalize endgaps */ 

ofile = "align. out"; /* output file */ 

50 nw(); /* fin in the matrix, get the possible jmps */ 

readjmpsO; /* get the actual jmps */ 

printQ; /* print stats, alignment */ 



55 } 



cleanup(O); /* unlink any tmp files */ 
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Table 1 (conn 

/* do the alignment, return besi score: main() 

* dna: values in Fitch and Smith, PNAS, 80. 1382-1386, 1983 

* pro: PAM 250 values 

* When scores are equal, we prefer mismatches to any gap, prefer 

* a new gap to extending an ongoing gap. and prefer a gap in seqx 

* to a gap in seq y. 
*/ 

nw() 
{ 



nw 



char 


*px, *py; 


int 


*ndely, *dely; 


int 


ndeix, delx; 


int 


*tmp; 


int 


mis; 


int 


insO, insl; 


register 


id; 


register 


U: 


register 


*co!0, *coll; 


register 


xx, yy; 



/* seqs and ptrs */ 
/* keep track of dely */ 
/* keep track of delx */ 
/* for swapping rowO, rowl */ 
/* score for each type */ 

15 mi insO, insl; /* insertion penalties */ ' 

/* diagonal index */ - ; 
/* jmp index */ 
/* score for curr, last row:*/ 
/* index into seqs */ 



dx * (struct diag *)g_calloc("to get diags". lenO+lenl + 1, sizeof(struct diag)); 



ndely = (int *)g_caHoc("to get ndely", lenl + 1, sizeof(int»: 
dely = (int *)g_caIIoc( "to get dely " , lenl + 1 , sizeof(int)); 
25 colO = (int *)g_calloc( n to get col0\ lenl + 1 , sizeof(int)); 

col 1 = (int *)g_calloc("to get coll \ lenl + 1 , sizeof(int)); 
insO = (dna)? DINS0 : PINS0; 
insl = (dna)? DINS1 : PINS I; 

30 smax = -10000; 

if (endgaps) { 

for(col0[0] = dely[0] = -insO, yy = 1; yy < ~ lenl; yy'++) { 
colOtyy] = dely[yy] = coIO[yy-l] - insl: 
ndely[yyl = yy; 

35 } 

col0[0] = 0; /* Waterman Bull Math Biol 84 */ 

} 

else 

for (yy = 1; yy < = lenl; yy+ +) 
40 delyfyy] = -insO; 

/* fill in match matrix 
*/ 

for (px = seqx[0], xx = 1: xx < = lenO; px+ + , xx-h + ) { 
45 /* initialize first entry in col 

*/ 

if (endgaps) { 

if (xx ==1) 

coll[0J = delx = -(insO + insl); 

else 

coll[0J = delx = co!0[0] - insl: 
ndeix = xx : 



} 

else{ 

col 1(0] = 0; 
delx — -insO: 
ndeix = 0; 
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Table 1 (conf) 

...nw 

for (py = seqxfl], yy = 1; yy < = lenl; py+ + , yy + +) { 
mis = colOfyy- 1]; 
' if (daa) 

mis += (xbml*px-'A , J&xbml*py- , A , ]). ; DMAT : DMIS; 

else 

mis + = _day[*px-'A , ][*py-'A'J; 

7* update penalty for del in x seq; 

* favor new del over ongong del 

* ignore MAXGAP if weighting endgaps 
*/ 

if (endgaps | | ndely[yy] < MAXGAP) { 

if (colOfyy] - insO > = delyfyy]) { 

dely[yy] = colOfyy] - (insO + insl); 
ndely[yy] = 1; 

} else { 

delyfyy} -= insl; 
ndely[yy] + + ; 

} 

} else { 

if (colOfyy] - (insO + insl) > = dely[yy]) { 

dely[yy] - col0[yyj - (insO + insl); 
ndely[yyj = 1; 

} else 

ndely[yy] + + ; 

} 

/* update penalty for del in y seq; 

* favor new del over ongong del 
*/ 

if (endgaps | | ndelx < MAXGAP) { 

if (coll[yy-l] - insO > = delx) { 

delx = coll [yy-1] - (ins0 + insl); 
ndelx = 1; 

} else { 

delx -— insl; 
ndelx + + : 

} 

} else { 

if (coll [yy-1] - (insO + insl) > « delx) { 

delx = coll [yy-1] - (insO + insl); 
ndelx = 1: 

} else 

ndelx + + ; 

} 

pick the maximum score; we're favoring 

* mis over any del and delx over dely 
*/ 



Pase 3 of nw.c 



144 



WO 00/53756 



PCT/USOO/04341 



15 



20 



Table 1 (conV) 

...nw 

id = xx - yy + lenl - 1; 

if (mis > = delx && mis > = delyfyyl) 

coll[yy] = mis; 
5 else if (delx > = dely[yy]) { 

colllyy] = delx; 

ij = dxfidj.ijmp; 

if (dx£id].jp.n[0] && (!dna | | (ndelx > = MAXJMP 
in && xx > dx[id].jp.x[ij] + MX) | | mis > dxfidj.score + DINSO)) { 

1U dxfid].ijmp + + ; 

if (+ +ij > = MAXJMP) { 
writejmps(id); 
ij = dxfidj.ijmp = 0; 
dx[idj. offset = offset; 

offset + = sizeof(struct jmp) + sizeof(offset); 

} 

dx[id].jp.n[ij] = ndelx; 
dx[id]jp.xfij] = xx; 
dxf id]. score - delx; 
} 

else { 

coll[yy] = delyfyy]; 
U = dx[id].ijmp; 
if (dx[id| jp.n[0] && (!dna | | (ndely[yy] > = MAXJMP 

&& xx > dx[id].jp.xfij] + MX) | | mis > dxfid].score + DINSO)) { 
dx[id],ijmp+ + ; 
if ( + + ij > = MAXJMP) { 
writejmps(id); 
ij = dx[id].ijmp = 0; 
dx[id]. offset = offset; 

offset + = sizeof(struct jmp) + sizeof(offset); 

} 

dxfid].jp.nfij] = -ndely[yy]; 
dxfidj.jp.xfij] =s xx; 
dx[id]. score = dely[yy]; 

} 

if (xx = = lenO && yy < lenl ) { 
40 /* last col 

*/ 

if (endgaps) 

collfyy] -= insO+insl*(lenl-yy); 
if (coll[yy] > smax) { 
^ smax = collfyy]; 

dmax = id; 

} 

^ } 

50 if (endgaps && xx < lenO) 

collfyy-1] ins0 + insl*(lenO-xx); 
if (col 1 f yy- 1 ] > smax) { 

smax = coll[yy-l]; 
dmax = id; 

55 } 

tmp = colO: colO = coll: coll = tmp: 

(void) free((char *)ndely); 
(void) free((char *)dely); 
60 (void) free((char *)co!0); 

(void) free((char *)col 1 ); 

^ Pase 4 of nw.c 
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Table 1 (cont^ 

/* 
* 

* print() - only routine visible outside this module 
5 * static: 

* getmat() - trace back best path, count matches: print() 

* P r _align() - print alignment of described in array p[J: print<) 

* dumpblock() - dump a block of lines with numbers, stars: pr_align() 

* nums() -- put out a number line: dumpbJock() 

10 * putlineO -- put out a line (name, [num], seq, [numj): dumpblockQ 

* stars() - -put a line of stars: dumpbiock() 

* stripname() - strip any path and prefix from a seqname 
*/ 

15 ^include "nw.h" 



20 



40 



^define SPC 3 

^define PLINE 256 /* maximum output line */ 

^define P SPC 3 /* space between name or num and seq */ 

extern _day[26][26]; 

mt den; /* set output line length */ 

FILE *fx; /* output file */ 



25 print() 

{ print 

int lx, ly, firstgap, lastgap; /* overlap */ 

n >f ((fx = fopen(ofile, "w M )) == 0) { 

3v rprintf(s£derr/%s: can't write %s\n\ prog, ofile); 

cleanup(l); 

} 

fprintf(fx, "< first sequence: %s (length = %d)\n'\ namex[0J, lenO); 
fprintf(fx, "< second sequence: %s (length = %d)\n\ namexfl], lenl)- 
35 olen = 60; 

lx = lenO; 
ly = lenl; 

firstgap = lastgap = 0; 

if (dmax < lenl - 1) { /* leading gap in x */ 

pp[0].spc = firstgap = lenl - dmax - 1; ' 
ly -= ppfOj.spc; 
} 

else if (dmax > lenl - 1) { /* leading gap in y */ 
- _ pp[ll.spc = firstgap = dmax - (lenl - 1); 

^5 lx -= pp[l].spc; 

} 

if (dmaxO < lenO - 1) { /* trailing gap in x */ 
lastgap = lenO - dmaxO -1; 
Crt lx-= lastgap; 

50 } 

else if (dmaxO > lenO - 1) { /* trailing gap in y */ 
lastgap = dmaxO - (lenO - 1); 
ly - = lastgap: 

} 

getmat(lx, ly. firstgap. lastgap); 
pr_align(); 



60 
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Table 1 (conf) 

/* 

* trace back the best- path, count matches 
*/ 

static 

5 getmat(lx, ly, Orstgap, lastgap) 

in* ly: /* "core" (minus endgaps) */ 

int firstgap, lastgap; /* leading trailing overlap */ 

{ 

int nm, iO, il, sizO, sizl; 

10 char oulx[32]; 

double pet; 
register nO, nl; 

register char *pO, *pl; 

15 /* get total matches, score 

*/ 

iO = il = sizO = sizl = 0; 
pO = seqx[0] + ppflj.spc; 
pi = seqx[l] + ppIOJ.spc; 
20 nO = pp[lj.spc + 1; 

nl = pp[0].spc + 1; 

nm — 0; 

whiJc ( *pO && *pl ) { 
25 if (sizO) { 

pl + + ; 
nl + + ; 
sizO--; 

30 else if (sizl) { 

p0+ + ; 
n0+ + ; 

sizl—; 

} 

35 else { 

if (xbm^pO-'A'l&xbm^pl-'A*]) 

nm++; 
if (nO++ == pp[0].x[iO]) 

sizO = pp[0).n[iO++J; 
40 if (nl + + « pp[lj.x[il]) 

sizl = pp[l].n[il + + ]; 

pO+ + ; 

pl + + ; 

. » 

/* pet homology: 

* if penalizing endgaps, base is the shorter seq 

* else, knock off overhangs and take shorter core 

50 */ ' 

if (endgaps) 

lx = (lenO < lenl)? lenO : lenl; 

else 

lx = (lx < ly)? ix : ly: 
55 pet = 100.*(double)nni/(double)lx; 

fprintf(fx. "\n"); 

tprinti'(fx, " < %d match %s in an overlap of %d: % .2f percent similarity\n". 
nm, (nm = = 1)? : "es\ lx, pet); 

60 
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Table 1 (conn 

fprintf(fx. "<gaps in first sequence: %d\ gapx); ...getniat 
if (gapx) { 

(void) sprimf(outx. " (%d %s%s)". 
5 ngapx. (dna)? "base": "residue", (ngapx == 1)? "Vs"); 

rprinrf(fx/%s'\ outx); 

fprimf(fx. gaps in second sequence: %d", gapy): 
if (gapy) { 

10 (void) sprintf(outx, " (%d %s%s)\ 

ngapy* (dna)? "base": "residue", (ngapy - = 1)? "":*V); 
fprintf(fx,"%s\ outx); 

} 

if (dna) 

15 fprinif(fx. 



30 



"\n<score: %d (match = %d, mismatch = %d, gap penalty = %d + %d per base)\n" 
smax, DMAT, DMIS, DINSO, DINS1); 



else 



fprintf(fx, 

20 "\n< score: %d (Dayhoff PAM 250 matrix, gap penalty = %d + %d per residue)\n'\ 

smax. PINS0, PINS1); 
- if (endgaps) 

rprintf(fx, 

" < endgaps penalized, left endgap: %d %s%s. right endgap: %d %s%s\n\ 
25 firstgap, (dna)? "base" : "residue", (tlrstgap === 1)? "" : *V\ 

lastgap, (dna)? "base" : "residue", (lastgap == 1)? "" : "s"); 



else 



fprintf(fx. " < endgaps not penalized\n"); 



static nm; /* matches in core — for checking */ 

static Imax; /* lengths of stripped file names */ 

static /* jmp index for a path */ 

static nc[2]; /* number at start of current line */ 

35 static ni[2J; /* current elem number -- for gapping */ 

static siz[2]; 

static char *ps[2]; /* ptr to current element */ 

static char *po[2]; /* ptr to next output char slot */ 

static char out[2HP_LINE]; /* output line */ 

40 static char star[P_LINE); /* set by stars() */ 

/* 

* print alignment of described in struct path pp[] 
*/ 

45 static 

pr_align() pralign 
{ 

int nn: /* char count */ 

int more: 



50 register 



i: 



for(i= 0. Imax = 0: i < 2: i + + ) { 
nn = stripname(namex[i]): 
if (nn > Imax) 
55 Imax = nn: 

nc[i] = 1: 
ni[i] - 1: 
siz[i] = ij[i] = 0; 
60 psfi] = seqxfi]: 

po[i] = outfil: 
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Table 1 (conV) 

for (nn = nm = 0, more = 1; more; ) { 

for (i = more = 0: i < 2; i-f + ) { 

' /* 

* do we have more of this sequence? 
*/ 

if (!*ps[i|) 

continue; 



..pr align 



15 



20 



25 



if (pp[i]-spc) { /* leading space */ 
*po[i]++ = ! '; 
PPffl-spc-; 

} 

else if (siz[i]) { /* in a gap */ 
*pofi]++ = 
siz[i]--; 



} 

else { 



/* we're putting a seq element 
*/ 

*po[i] * *ps[ij; 
if (islower(*ps[i])) 

*ps[ij = toupper(*ps[i]); 

po[iJ++; 
ps[ij + + ; 



/* 



30 



35 



40 



45 



} 



* are we at next gap for this seq? 
*/ 

if (rum « ppm-xfumi) { 
/* 

* we need to merge all gaps 

* at this location 
*/ 

siz[i] = pp[ij.n[ij[i] + + ]; 
while (ni[i] == pp[ij.x[ij[i]]) 

siz[i] += pp[i].n[ij[ij++]; 

} 

ni[ij + +; 



} 

if (+ +nn = = olen | | !more && nn) { 
dumpblock(); 
for (i = 0; i < 2; i+ +) 
po[iJ = out[i]; 

nn = 0; 

} 



50 } 



* dump a block of lines, including numbers, stars: pr_align() 
*/ 

55 static 

dumpblockQ 
{ 

register i; 

60 for (i = 0; i < 2; i++) 

*po[iJ- = '\0': 



dumpblock 
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Table 1 (conf) 

...dumpblock 



(void) putcOn'. fx); 
for (i = 0: i < 2: { 

if (*oui[i] && (*outfi] != ' * || *(pofi]) !=*')){ 
if(i==0) 

nums(i); 
if (i = = 0&& *outfl]) 
stars(); 

putline(i); 

if (i == 0&& *out[lJ) 

fprintf(fx, star); 
if(i==l) 

nums(i); 

} 

} 

} 

/* 

* put out a number line: dumpblock() 
*/ 

static 

nums(ix) nums 
int ix; /* index in out[] holding seq line */ 



{ 



char nline[P_LINE]; 

register i, j; 

register char *pn, *px, *py; 

for <pn = nline, i = 0; i < Imax + PSPC; i+ +, pn++) 
*pn — ' 

for (i = nc[ix], py = outfix]; *py; py+ +, pn + +) { 
ff(*p y — = ■ * || *py == "-•) 
*pn = ' '; 

else { 

if (i%10 == 0 | | (i == 1 && ncfix] != 1)) { 
j = (i < 0)? -i : i; 
for (px = pn; j; j /= 10, px-) 
*px = j%10 + '0'; 

if (i < 0) 

*px = 



} 

else 

i+ + : 



*pn 



} 

} 

*pn = '\0*; 
ncfix] = i; 

for (pn = nline: *pn; pn + +) 
(void) putc(*pn, fx); 
(void) putc('\n\ fx): 



/* 

* put out a line (name. [num]. seq, fnum]): dumpblockO 
*/ 



static 

putiine(ix) putline 

int ix; 

{ Page 5 of nwprint.c 
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Table 1 (conV) 

...putline 



int i: 
register char *px: 



for (px = namex[ix], i = 0: *px && *px px + + , i + + ) 

(void) putc(*px, fx); 
for(;i < Imax + P SPC; i+ +) 

(void) putcf \ fx); 



/* these count from I: 

* ni[] is current element (from 1) 

* nc[] is number at start of current line 
*/ 

15 " for (px = outfixj; *px; px++) 

(void) putc(*px&0x7F, fx); 
(void) putc('\n\ fx); 

} 

20 

/* 

* put a line of stars (seqs always in out[0], outfl]): dumpblock() 
*/ 

static 

25 starso stars 



{ 



int i; 

register char *p0, *pl, cx, *px; 



30 if (!*out[0] | | (*out[0] = =•■&& *(po[0]) == ' ') | | 

!*out[I] | | (*out(l] = =''&& *(po[lJ) " ' ')) 
return; 
px = star; 

for (i = Imax + PSPC: i; i--) 
*px++ = ' '; 

for (pO = out[0], pi = out[lJ; *p0 && *pl; p0++, pl + +) { 
if (isalpha(*p0) &.&. isalpha(*pl )) { 

40 if (xbmrpO-'A^&xbm^pl-'A']) { 

cx = 
nm+ +; 

> 

else if (!dna &&_day[*pO- , A'][*pl- - A'] > 0) 
45 cx = V; 

else 

cx = ' '; 

> 

else 

cx = ' 
*px+ + = cx; 

} 

*px+ + = '\n'; 
*px = '\0': 

55 } 



60 
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Table 1 (conn 

/* 

* strip path or prefix from pn. return len: pr_align() 
*/ 

static 

5 stripname(pn) Stripname 
char *pn; /* file name (may be path) */ 

{ 

register char *px, *py; 

10 py = 0; 

for (px = pn; *px; px++) 
if (* px == V) 

py = px + I ; 

if(py) 

15 (void) strcpy(pn, py); 

return(strlen(pn)) ; 

} 

20 



25 



30 



35 



40 



45 



50 



55 



60 
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Table 1 (conV) 



10 



15 



/* 

* clcanupO - cleanup any tmp file 

* getseqO — read in seq. set dna. len, maxlen 

* g_calloc() - calloc() with error checkin 

* readjmps() -- get the good jmps, from tmp file if necessary 

* writejmps() - write a filled array of jnips to a tmp file: nw() 
*/ 

^include "nw.h" 
^include <sys/file.h> 



char *jname = *7tmp/homgXXXXXX M 

FILE *f]; 

int cleanupO; 

long lseek(); 



/* tmp file for jmps */ 
/* cleanup tmp file */ 



20 



25 



30 



35 



40 



45 



50 



55 



60 



* remove any tmp file if we blow 
*/ 

cleanupO) 

{ 



int 

if(fj) 
exit(i); 



(void) unlink(jname); 



} 

/* 

* read, return ptr to seq, set dna, len, maxlen 

* skip lines starting with ';', ' < \ or * > ' 

* seq in upper or lower case 
*/ 

char * 

getseq(file, len) 

char *flle; /* file name */ 
int *len; /* seq len */ 



{ 



char 

register char 
int 

FILE 



line [1024]. *pseq; 
*px, *py; 
nacgc, tlen; 
*fp; 



cleanup 



getseq 



if ((fp = fopen(fiIe/r")) = = 0) { 

fprintf(stderr/%s: can't read %s\n", prog, file); 
exit(l); 

> 

tlen = natgc = 0; 

while (fgets(line, 1024, fp)) { 

ir(*iine == ';* | | *line = = '<' | | *line == *>') 

continue; 
for (px = line; *px != '\n'; px + +) 

if (isupper(*px) | | islower(*px)) 
tlen+ + ; 

} 

if ((pseq = malloc((imsigned)(tlen + 6))) - = 0) { 

fprintttstderr." %s: malloc() failed to get %d bytes for %s\n". prog, tlen + 6, file); 
exit(l): 

} 

pseqIO] = pseqll] = pseq[2] = pseq[3] =* '\0'; 
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Table 1 (conn 



.getseq 



py = pseq + 4; 
*len = tlen; 
rewind(rp): 

while (fgetsdine. 1024, fp)) { 

if (*line == | | *line == < | | *line " ' > ') 
continue; 

for (px = line; *px != '\n'; px+ +) { 
10 if (isupper(*px)) 

*py-f + = *px; 
else if (islower(*px)) 

*py+ + = toupper(*px); 
if (index("ATGCU\*(py-l))) 
15 natgc+ +; 

} 

} 

*py+ + = *\0'; 

*py = '\0'; 
20 (void) fclose(fp); 

dna = natgc > (tlen/3); . ... 

return(pseq+4); 

} 

25 char * 

g_calloc(msg, nx, sz) g_CalloC 
char *msg; /* program, calling routine */ 

int nx, sz; /* number and size of elements */ 

{ 

30 char *px, *caHoc(); 

if ((px = calloc((unsigned)nx, (unsigned)sz)) = = 0) { 
if(*msg){ 

^>rintf(stden\ "%s: g_calloc() tailed %s (n = %d. sz = %d)\n", prog, msg, nx, sz); 
35 exit(l); 

} 

} 

return(px); 



40 



} 

/* 

* get final jmps from dx[] or imp file, set pp[], reset dmax: main() 
*/ 



readjmpso readjmps 
45 { F 

int fd = -1; 

int siz, i0.il; 

register i, j, xx; 

50 if(fj){ 

(void) fclose(fj); 

if ((fd = open(jname, ORDONLY, 0)) < 0) { / 

rprintf(stderr. "%s: can't open() %s\n'\ prog, j name): 
cleanupG); 

55 } 
} 

for (i = iO = il = 0. dmaxO = dmax, xx = lenO; ; i + + ) { 
while (1) { 

for (j = dx[dmax].ijmp; j > = 0 && dxfdmaxj.jp. x|j} > = xx; j--) 



60 
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Table 1 (contM 

...readjmps 

if (j < 0 && dxfdmaxj. offset && fj) { 

(void) lseek(fd, dxfdmax]. offset. 0); 

(void) read(fd. (char *)&dxfdmax].jp. sizeoftstruct jmp)): 

(void) read(fd. (char *)&dx|dmax]. offset . sizeof (dxfdmax J. offset)); 

dxfdmaxl.ijmp = MAXJMP-1; 

} 

else 

break; 



10 } 

if (i > = JMPS) { 

fprintf(stden\ "%s: too many gaps in alignment^", prog); 
cleanup(l); 

15 if(j> = 0 ){ 

siz = dxfdmax] jp.n(j]; 
xx = dxfdmax j.jp.xfj]; 
dmax + = siz; 

if (siz < 0) { /* gap in second seq */ 

PPfH-nfil] = -siz; 
xx + = siz; 

/* id = xx - yy + lenl - 1 
*/ 

pptlj.xfil] = xx - dmax + lenl - 1; 
gapy+ + ; 
ngapy -= siz; 
/* ignore MAXGAP when doing endgaps */ 

siz - (-siz < MAXGAP | | endgaps)? -siz : MAXGAP; 
il + + ; 

} 

else if (siz > 0) { /* gap in first seq */ 
pp[0].n[i0] = siz; 
pp[0].x[i0J = xx; 
. gapx+ + ; 
ngapx + = siz; 
/* ignore MAXGAP when doing endgaps */ 

siz = (siz < MAXGAP | | endgaps)? siz : MAXGAP; 
i0+ + ; 

40 } } 

else 

break; 

} 

4-5 /* reverse the order of jmps 

*/ 

for (j = 0, iO -: j < iO; j++, i0~) { 

> = PP[0J.n[j]; pp[0].n[j] = pp[0].n[i0]; pp[0].n(i0] = i: 
5 q « = pproj.xlj]: pp[0J.x[j] = pp[0).x[i0]; ppfOJ.xfiO] « i; 

for (j = 0. i 1 — ; j < il: j + il~) { 

> = PPtU-nfj]; PPflJ.nfj] « PP[l]-n[il]; ppfl].n[il] = i; 
i = pp[I].x[j]; pp[l]-xfjj = pp[l]-xfil]; pp[l] xfil] = i; 

55 if (fd > = o) 

(void) close(fd): 

if(tj){ 

(void) unlink(jname): 

OU oftse, = 0: 

} 
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Table 1 (conV) 

/* 

* write a filled jmp struct offset of the prev one (if any): nw() 
*/ 

5 writejmps(ix) writcjmps 

int ix; 

{ 

char *mktemp(); 
10 if(!f]){ 

if (mktenirxjname) < 0) { 

fprintf(stderr, "%s: can't mktempO %s\n\ prog, jname); 
cleanup(l); 

if ((fj - fopen(jname, "w")) = = 0) { 

fprintf(stderr, "%s: can't write %s\n", prog, jname)- 
exit(l); 

} } 

20 (void) fwrite((char *)&dx[ix].jp. sizeof(stmct jmp), 1, fj); 

(void) fwrite((char *)&dx[ix].offset. sizeof(dx[ix}. offset), 1, fj); 

25 



30 



35 



40 



45 



50 



55 
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Table 2 

PRO XXXXXXXXXXXXXXX (Length = 15 amino acids) 

Comparison Protein XXXXXYYYYYYY (Length - 12 amino acids) 

5 % amino acid sequence identity = 

(the number of identically matching amino acid residues between the two polypeptide sequences as determined 
by ALIGN-2) divided by (the total number of amino acid residues of the PRO polypeptide) = 

10 5 divided by 15 = 33.3% 
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Table 3 



PRO XXXXXXXXXX (Length = JO amino acids) 

Comparison Protein XXXXXYYYYYYZZYZ (Length = 15 amino acids) 

5 % amino acid sequence identity = 

(the number of identically matching amino acid residues between the two polypeptide sequences as determined 
by ALIGN-2) divided by (the total number of amino acid residues of the PRO polypeptide) = 

10 5 divided by 10 = 50% 
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Table 4 

PRO-DNA NNNNNNNNNNNNNN (Length = 14 nucleotides) 

Comparison DNA NNNNNNLLLLLLLLLL (Length = 16 nucleotides.) 

5 % nucleic acid sequence identity = 

(the number of identically matching nucleotides between the two nucleic acid sequences as determined by 
ALIGN-2) divided by (the total number of nucleotides of the PRO-DNA nucleic acid sequence) = 

10 6 divided by 14 = 42.9% 
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PRO-DNA 
Comparison DNA 



Table 5 

NNNNNNNNNNNN 
NNNNLLLVV 



5 % nucleic acid sequence identity = 



(Length = 12 nucleotides) 
(Length = 9 nucleotides) 



10 



(the number of identically matching nucleotides between the two nucleic acid sequences as determined by 
ALIGN-2) divided by (the total number of nucleotides of the PRO-DNA nucleic acid sequence) = 

4 divided by 12 = 33.3% 
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H. Composit ions and Methods of the Invention 

A- FuH-Length PRO Polyp eptide 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO polypeptides. In particular, cDNAs encoding various PRO 
polypeptides have been identified and isolated, as disclosed in further detail in the Examples below. It is noted 
5 that proteins produced in separate expression rounds may be given different PRO numbers but the UNQ number 
is unique for any given DNA and the encoded protein, and will not be changed. However, for sake of 
simplicity; in the present specification the protein encoded by the full length native nucleic acid molecules 
disclosed herein as well as all further native homologues and variants included in the foregoing definition of 
PRO, will be referred to as "PRO/number*\ regardless of their origin or mode of preparation. 

*0 As disclosed in the Examples below, various cDNA clones have been deposited with the ATCC. The 

actual nucleotide sequences of those clones can readily be determined by the skilled artisan by sequencing of the 
deposited clone using routine methods in the art. The predicted amino acid sequence can be determined from 
the nucleotide sequence using routine skill. For the PRO polypeptides and encoding nucleic acids described 
herein, Applicants have identified what is believed to be the reading frame best identifiable with the sequence 

15 information available at the time. 

1. Full-length PRQ213 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0213. In particular, Applicants have identified and isolated cDNA 
20 encoding a PR0213 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and Fast A 
sequence alignment computer programs, Applicants found that a portion of the PR0213 polypeptide has 
significant homology with the human growth arrest-specific 6 (gas6) protein. Accordingly, it is presently 
believed that PR0213 polypeptide disclosed in the present application may have the same or simular activity as 
does the gas6 protein. 

25 

2. Full-length PRQ274 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0274. In particular, Applicants have identified and isolated cDNA 
encoding a PR0274 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR0274 polypeptide have 
significant homology with the 7 transmembrane segment receptor proteins and Fn54 protein. Accordingly, it is 
presently believed that PR0274 polypeptide disclosed in the present application is a newly identified member 
of the 7 transmembrane segment receptor protein and/or Fn54 protein family. 

35 3. Full-length PRQ300 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO300. In particular, Applicants have identified and isolated cDNA 



30 
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encoding a PRO300 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs. Applicants found that various portions of the PRO300 polypeptide have 
significant homology with the human Diff 33 protein. Accordingly, it is presently believed that PRO300 
polypeptide disclosed in the present application is a newly identified member of the Diff 33 family. 

5 4. Full-length PRQ284 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0284. In particular, Applicants have identified and isolated cDNA 
encoding a PR0284 polypeptide, as disclosed in further detail in the Examples below. To Applicants present 
knowledge, the UNQ247 (DNA233 18-121 1) nucleotide sequence encodes a novel factor; using BLAST and 
10 FastA sequence alignment computer programs, no sequence identities to any known proteins were revealed. 

5. Full-length PRQ296 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0296.- In particular, Applicants have identified and isolated cDNA 
15 encoding a PR0296 polypeptide, as disclosed in further detail in the Examples below; Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0296 polypeptide has significant similarity 
to the sarcoma-amplified SAS protein. Accordingly, it is presently believed that PR0296 polypeptide disclosed 
in the present application is a newly identified SAS protein homolog. 

20 6. Full-length PRQ329 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR03 29. In particular, Applicants have identified and isolated cDNA 
encoding a PR0329 polypeptide; as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0329 polypeptide has significant similarity 
25 to a high affinity immunoglobulin F c receptor. Accordingly, it is presently believed that PR0329 polypeptide 
disclosed in the present application is a newly identified F c receptor hOmolog. 

7. Full-length PRQ362 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
30 referred to in the present application as PR0362. In particular. Applicants have identified and isolated cDNA 
encoding a PR0362 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0362 polypeptide has significant similarity 
to the A33 antigen protein as well as the HCAR protein and the NrCAM related cell adhesion molecule. 
Accordingly, if is presently believed that PR0362 polypeptide disclosed in the present application is a newly A33 
35 antigen and HCAR protein homolog. 
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8. Full-length PRQ363 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0363. in particular, Applicants have identified and isolated cDNA 
encoding a PR0363 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and Fast A 
sequence alignment computer programs, Applicants found that the PR0363 polypeptide has significant similarity 
5 to the cell surface protein HCAR. Accordingly, it is presently believed that PR0363 polypeptide disclosed in 
the present application is a newly HCAR homolog. 

9. Full-length PRQ868 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
10 referred to in the present application as PRO868. In particular, Applicants have identified and isolated cDNA 
encoding a PRO868 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PRO868 polypeptide has significant similarity 
to the tumor necrosis factor receptor. Accordingly, it is presently believed that PRO868 polypeptide disclosed 
in the present application is a newly identified member of the tumor necrosis factor receptor family of proteins. 
15 * 

10. Full-length PRQ382 Polypep tide 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0382. In particular, Applicants have identified and isolated cDNA 
encoding a PR0382 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
20 sequence alignment computer programs, Applicants found that the native PR0382 polypeptide shares significant 
homology with various serine protease proteins. Applicants have also found that the DN A encoding the PR0382 
polypeptide shares significant homology with nucleic acid encoding various serine protease proteins. 
Accordingly, it is presently believed that PR0382 polypeptide disclosed in the present application is a newly 
identified serine protease homolog. 

25 

11. Full-length PRQ545 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0545. In particular, Applicants have identified and isolated cDNA 
encoding a PR0545 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 

30 sequence alignment computer programs. Applicants found that various portions of the PR0545 polypeptide have 
significant homology with the sequences identified designated as; human metailoproteinase ("P_W01825"), 
mouse meltrin alpha ("S60257"), metalloprotease-disintegrin meltrin-alpha ("GEN 13695 M ), ADAM 13 - Xenopus 
laevis ("XLU66003_1 "), mouse meltrin beta ("S60258"). rabbit metalloprotease-disintegrin meltrin-beta, 
("GEN13696"), human meltrin S ("AF023477_1"), human meltrin precursor ("AF023476J human ADAM 

35 21 (" AF029900_1"), and human ADAM 20 (" AF029899_l") r thereby indicating that PR0545 may be a novel 
meltrin protein. Accordingly, it is presently believed that the PR0545 polypeptide disclosed in the present 
application is a newly identified member of the meltrin family and possesses the cellular adhesiveness typical 
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of the meltrin proteins which comprise both metal lop rotease and disintegrin domains. 

12. Full-length PRQ617 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0617. In particular, Applicants have identified and isolated cDNA 
5 encoding a PR06I7 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and Fast A 
sequence alignment computer programs, Applicants found that the PR0617 polypeptide shares significant 
homology with the CD24 protein. Applicants have also found that the DNA encoding the PR0617 polypeptide 
has significant homology with DNA encoding the CD24 protein. Accordingly, it is presently believed that 
PR0617 polypeptide disclosed in the present application is a newly identified CD24 homolog. 

10 

13. Full-length PRO700 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO700. In particular, Applicants have identified and isolated cDN A 
encoding a PRO700 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 

15 acid sequence of the full-length PRO700 polypeptide using BLAST and FastA sequence alignment computer 
programs, suggests that various portions of the PRO700 polypeptide possess significant sequence similarity to 
various protein disulfide isomerases. More specifically, an analysis of the Dayhoff database (version 35.45 
SwissProt 35) evidenced significant sequence similarity between the PRO700 amino acid sequence and the 
following Dayhoff sequences; polypeptide with protein disulfide isomerase activity, designated as ("PP80664"), 

20 human PDI, designated as (*P_R51696"), human PDI, designated as (PR25297"), probable protein disulfide 
isomerase er-60 precursor, designated as ("ER60_SCHMA M ), protein disulfide isomerase precursor - Drosophila 
melanogaster, designated as ("PDI_DROME"), protein disulflde-isomerase precursor - Nicotiana tabaccum, 
designated as ( U NTPDIGENE_1 "), protein disulfide isomerase - Onchocerca volvulus, designated as 
("OVU12440_1"), human probable protein disulfide isomerase p5 precursor * designated as 

25 ("ERPS HUMANT), human protein disulfide isomerase-related protein 5, ("HSU79278_1 "), and protein 
disulfide isomerase precursor / prolyl 4- hydroxy, ("PDI HUMAN"), thereby indicating that PRO700 may be 
a novel protein disulfide isomerase. Accordingly, it is presently believed that PRO700 polypeptide disclosed 
in the present application is a newly identified member of the protein disulfide isomerase family and possesses 
the ability to catalyze the formation of disulfide bonds typical of the protein disulfide isomerase family. 

30 

14. Full-length PRO702 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO702. In particular, Applicants have identified and isolated cDNA 
encoding a PRO702 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
35 sequence alignment computer programs, Applicants found that the PRO702 polypeptide has significant similarity 
to the conglutinin protein. Accordingly, it is presently believed that PRO702 polypeptide disclosed in the present 
application is a newly identified conglutinin homolog. 
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15. Full-length PRO703 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO703. In particular, Applicants have identified and isolated cDNA 
encoding a PRO703 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amim* 
acid sequence of the full-length PRO703 polypeptide using BLAST and FastA sequence alignment computer- 
programs, suggests that various portions of the PRO703 polypeptide possess significant sequence similarity to 
the VLCAS protein, thereby indicating that PRO703 may be a novel VLCAS protein. More specifically, an 
analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence similarity between 
the PRO703 amino acid sequence and the following Dayhoff sequences, human mRNA for very-long-chain 
acyl-CoA, ("D88308"), rat mRNA for very-long-chain acyl-CoA synthetase, ("D85100"), Mus musculus fatty 
acid transport protein, ("MMU15976"), human very-long-chain acyl-CoA synthetase, (* 4 D88308_1 '*), Mus 
musculus very-long-chain acyl-CoA synthetase, ("AF033031_1 "), very -long -chain acyl-CoA synthetase - Rattus, 
C D85 100J w ), rat long-chain fatty acid transport protein, ("FATP_RAT"), mouse long-chain fatty acid transport 
protein, ("FATPMOUSE"), probable long-chain fatty acid transport protein, ("FAT1 YEAST"), and fatty acid 
transporter protein, ("CHY15839_2") , thereby indicating that PRO703 may be a novel VLCAS. Accordingly, 
15 it is presently believed that PRO703 polypeptide disclosed in the present application is a newly identified member 
of the VLCAS family and possesses the ability to facilitate the cellular transport of long and very long chain fatty 
acids typical of the VLCAS family. 

16. Full-length PRO705 Polypeptides 

20 The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PRO705. In particular, Applicants have identified and isolated cDNA 
encoding a PRO705 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PRO705 polypeptide has significant similarity 
to the K-glypican protein. Accordingly, it is presently believed that PRO705 polypeptide disclosed in the present 

25 application is a newly identified member of the glypican family of proteoglycan proteins. 

17. Full-length PRO708 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO708. In particular. Applicants have identified and isolated cDNA 
30 encoding a PRO708 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PRO708 polypeptide has significant homology 
with the aryl sulfatase proteins. Applicants have also found that the DNA encoding the PRO708 polypeptide 
has significant homology with DNA encoding the aryl sulfatase proteins. Accordingly, it is presently believed 
that PRO708 polypeptide disclosed in the present application is a newly identified aryl sulfatase homolog. 



35 



18. Full-length PRO320 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
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15 



25 



35 



referred to in the present application as PRO320. in particular, Applicants have identified and isolated cDNA 
encoding a PRO320 polypeptide, as disclosed in further detail in the Examples below. Analysis of the ammo 
acid sequence of the full-length PRO320 polypeptide using BLAST and FastA sequence alignment computer 
programs, suggests that Various portions of the PRO320 polypeptide have significant homology to the fibulin 
protein. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the PRO320 amino acid sequence and the following Dayhoff sequences, human 
f.bulin-2 precursor, designated "FBL2HUMAN", human fibulm-1 isoform a precursor, designated 
"FBLA_HUMAN", ZK783. 1 - Caenorhabditis .elegans, designated "CELZK783J human-notch2, designated 
*HSU77493_1 ". Nel protein precursor - rattus norvegicus, designated "NELRAT", Mus musculus cell surface 
protein, designated "D32210J", mouse (fragment) Notch B protein, designated "A49175", C50H2.3a - 
.Caenorhabditis elegans, designated "CEC50H2_3", MEC-9& - -Caenorhabditis elegans, designated 
"CEU33933_1 \ and Mus musculus notch 4, designated ■- 10 MMMHC29N7_2\ thereby indicating that PRO320 
may be a novel fibulin or fibulin-like protein. Accordingly, it is presently, believed that PRO320 polypeptide 
disclosed in the present application is a newly identified member of the fibulin family and possesses biological 
activity typical of the fibulin family. 



19. Full-length PRQ324 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0324. In particular, Applicants have identified and isolated cDNA 
encoding a PR0324 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
20 sequence alignment computer programs. Applicants found that the PR0324 polypeptide has significant similarity 
to oxidoreductases. Accordingly, it is presently believed that PR0324 polypeptide disclosed in the present 
application is a newly identified oxidoreductase homolog. 



20 - Full-length PRQ3S1 Polvnpp tiH^ 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0351 . In particular, Applicants have identified and isolated cDNA 
encoding a PR0351 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 
acid sequence of the full-length PR0351 polypeptide using BLAST and FastA sequence alignment computer 
programs, suggests that various portions of the PR0351 polypeptide possess significant sequence similarity to 
30 the prostasin protein, thereby indicating that PR035 1 may be a novel prostasin protein. More specifically, an 
analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence similarity between 
the PR0351 amino acid sequence and the following Dayhoff sequences, "AC003965 1 ", "CELC07G 1 7", 
"GEN12917", " HEPS_HU M AN " , "GEN14584", «MCT6_MOUSE", "HSU75329J". "PLMNERIEU", 
"TRYB_HUMAN " , and "P_W22987" . Accordingly, it is presently believed that PR035 1 polypeptide disclosed 
in the present application is a newly identified member of the prostasin family and possesses properties and 
activities typical of the prostasin family. 
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21. Full-length PRQ352 Polypeptides 

The present invcmion provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0352. In particular. Applicants have identified and isolated cDNA 
encoding a PR0352 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and Fast A 
sequence alignment computer programs, Applicants found that the PR0352 polypeptide has significant similarity 
5 to the butyrophilin protein. Accordingly, it is presently believed that PR0352 polypeptide disclosed in the present 
application is a newly identified butyrophilin homolog. 

22. Full-length PRQ381 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
10 referred to in the present application as PR0381 . In particular, Applicants have identified and isolated cDNA 
encoding a PR0381 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and Fast A 
sequence alignment computer programs, Applicants found that the PR038 1 polypeptide has significant similarity 
to imrnunophilin proteins. Accordingly, it is presently believed that PR038 1 polypeptide disclosed in the present 
application is a newly identified FKBP imrnunophilin homolog. 

15 

23. Full-length PRQ386 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0386. In particular, Applicants have identified and isolated cDNA 
encoding a PR0386 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
20 sequence alignment computer programs, Applicants found that the PR0386 polypeptide has significant similarity 
to the beta-2 subunit of a sodium channel protein. Accordingly, it is presently believed that PR0386 polypeptide 
disclosed in the present application is homolog of a beta-2 subunit of a sodium channel expressed in mammalian 
cells. 

25 24. Full-length PRQ540 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO540. In particular, Applicants have identified and isolated cDNA 
encoding a PRO540 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 
acid sequence of the full-length PRO540 polypeptide using BLAST and FastA sequence alignment computer 

30 programs, suggests that various portions of the PRO540 polypeptide possess significant sequence similarity to 
the LCAT protein, thereby indicating that PRO540 may be a novel LCAT protein. More specifically, an 
analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence similarity between 
the PRO540 amino acid sequence and the following Dayhoff sequences, phosphatidylcholine-sterol 
acyltransferase. designated W LCAT_HUMAN'\ hypothetical 75.4 kd protein, designated " Y N 84_ Y EAST " . 

35 Bacillus lichenifonnis esterase, designated "BLU35855_1\ macrotetrolide resistance protein - Streptotnvces, 
designated "JH0655". T-cell receptor delta chain precursor, designated "C30583", Rhesus kringle 2, designated 
"P_W0755I". RAGE- 1 ORF5, designated W HSU46191_3\ human Ig kappa chain VKIII-JK3, designated 
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"HSU074661 \ and Alstroemeria inodora reverse transcriptase, designated "ALI2236061 M . Accordingly, it 
is presently believed that PRO540 polypeptide disclosed in the present application is a newly identified member 
of the LCAT protein family and possesses lipid transport capability typical of the LCAT family. 

25. Full-length PRQ615 Polypeptides 

5 The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PR0615. In particular, Applicants have identified and isolated cDNA 
encoding a PR0615 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 
acid sequence of the full-length PR0615 polypeptide using BLAST and Fast A sequence alignment computer 
programs, suggests that various portions of the PR0615 polypeptide possess significant sequence similarity to 

10 the human synaptogyrin protein, thereby indicating that PR0615 may be a novel synaptogyrin protein. More 
specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence 
similarity between the PR0615 amino acid sequence and the following Dayhoff sequences, "AF039O851 H , 
"RNU39549_1\ "CELT08A9-8\ "FSU62028J " "-S73645", W Y348_MYCPN\ *'AC000103_5\ "\ 
a RT12_LEITA", and W EBVLMP218_1\ Accordingly, it is presently believed that PR0615 polypeptide 

15 disclosed in the present application is a newly identified member of the synaptogyrin family and possesses 
activity and properties typical of the synaptogyrin family. 

26. Full-length PRQ618 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
20 referred to in the present application as PR0618. In particular, Applicants have identified and isolated cDNA 
encoding a PR0618 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 
acid sequence of the full-length PR06i8 polypeptide using BLAST and Fast A sequence alignment computer 
programs, suggests that various portions of the PR0618 polypeptide possess significant sequence similarity to 
the enteropeptidase protein, thereby indicating that PR06 18 may be a novel enteropeptidase. More specifically, 
25 an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence similarity 
between the PR0618 amino acid sequence and the following Dayhoff sequences, "P W22987", 
"KAL HUMAN " , "AC003965_1 M , "GEN12917\ "ENTK_HUMAN "FA1 INHUMAN", "HSU75329_1\ 
"P W22986" , and "PLMNHORSE". Accordingly, it is presently believed that PR061 8 polypeptide disclosed 
in the present application is a newly identified member of the enteropeptidase family and possesses catalytic 
30 activity typical of the enteropeptidase family . 

27. Full-length PRQ719 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0719. In particular, Applicants have identified and isolated cDNA 
35 encoding a PR07 1 9 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR07 1 9 polypeptide has significant similarity 
to the lipoprotein lipase H protein. Accordingly, it is presently believed that PR07 1 9 polypeptide disclosed in 
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28. Full-length PRQ724 Pnlyp rptidpg 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0724. In particular, Applicants have identified and isolated cDNA 
5 encoding a PR0724 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0724 polypeptide has significant similarity 
to the human low density lipoprotein (LDL) receptor protein. Accordingly, it is presently believed that PR0724 
polypeptide disclosed in the present application is a newly identified LDL receptor homolog. 

10 29. Full-length PRQ772 Polvp ppfiH^ 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0772. In particular, Applicants have identified and isolated cDNA 
encoding a PR0772 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs. Applicants found that the PR0772 polypeptide has significant similarity 
to the human A4 protein. Accordingly, it is presently believed that PR0772 polypeptide disclosed in the present 
application is a newly identified A4 protein homolog. 



15 



30. Full-length PRQ852 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
20 referred to in the present application as PR0852. In particular, Applicants have identified and isolated cDNA 
encoding a PR0852 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0852 polypeptide has significant similarity 
to various protease proteins. Accordingly, it is presently believed that PR0852 polypeptide disclosed in the 
present application is a newly identified protease enzyme homolog. 

25 

31. Full-length PRQ853 Polypeptide 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0853. In particular. Applicants have identified and isolated cDNA 
encoding a PR0853 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 

30 acid sequence of the full-length PR0853 polypeptide using BLAST and FastA sequence alignment computer 
programs, suggests that various portions of the PR0853 polypeptide possess significant sequence similarity to 
the reductase protein, thereby indicating that PR0853 may be a novel reductase. More specifically, an analysis 
of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence similarity between the 
PR0853 amino acid sequence and the following Dayhoff sequences, "P W03198". "CEC15H11 6". 

35 "MTV030J2", "P_W15759", "S42651", "ATAC00234314", "MTV022J3", "SCU43704_1 " , 
"CELE04F6 7", and "ALFA l ". Accordingly, it is presently believed that PR0853 polypeptide disclosed in 
the present application is a newly identified member of the reductase family and possesses the antioxidant 
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enzymatic activity typical of the reductase family. 

32. Full-length PRO860 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO860. In particular, Applicants have identified and isolated cDNA 
5 encoding a PRO860 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 
acid sequence of the full-length PRO860 polypeptide using BLAST and FastA sequence alignment computer 
programs, suggests that various portions of the PRO860 polypeptide possess significant sequence similarity to 
the neurofascin protein, thereby indicating that PRO860 may be a novel neurofascin. More specifically, an 
analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence similarity between 
10 the PRO860 amino acid sequence and the following Dayhoff sequences, "AF040990_1", "AF041053 1", 
"CELZK377_2\ "RNU81035J", "D86983_l", "S26180", "MMBIG2A1 "S46216\~and -RNU68726J ". 
Accordingly, it is presently believed that PRO860 polypeptide disclosed in the present application is a newly 
identified member of the neurofascin family and possesses the cellular adhesion properties typical of the 
neurofascin family. 

15 

33. Full-length PRQ846 Polypeptides 
The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0846. In particular, Applicants have identified and isolated cDNA 
encoding a PR0846 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 

20 acid sequence of the full-length PROS46 polypeptide using BLAST and FastA sequence alignment computer 
programs, suggests that various portions of the PR0846 polypeptide possess significant sequence similarity to 
the CMRF35 protein, thereby indicating that PR0846 may be a novel CMRF35 protein. More specifically, an 
analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence similarity between 
the PR0846 amino acid sequence and the following Dayhoff sequences,"CM35_HUMAN", "AF035963 1 

25 "PIGRRABIT", «AF043724_r, "RNU89744_1", "A52091_l\ "S48841", «ELK06A9_3", and 
"AF049588J". Accordingly, it is presently believed that PR0846 polypeptide disclosed in the present 
application is a newly identified member of the CMRF35 protein family and possesses properties typical of the 
CMRF35 protein family. 

30 34. Full-length PRQ862 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0862. In particular, Applicants have identified and isolated cDNA 
encoding a PR0862 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 
acid sequence of the full-length PR0862 polypeptide using BLAST and FastA sequence alignment computer 
35 programs, suggests that various portions of the PR0862 polypeptide possess significant sequence similarity to 
the lysozyme protein, thereby indicating that PR0862 may be a novel lysozyme protein. More specifically, an 
analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence similarity between 

170 



BNSDCCID: <WO 0O53756A2J_> 



WO 00/53756 



PCT/US00/04341 



the PR0862 amino acid sequence and ihe following Dayhoff sequences, **P_P90343\ and "LYC_ HUMAN. 
Accordingly, it is presently believed that PR0862 polypeptide disclosed in the present application is a newly 
identified member of the lysozyme family and possesses catalytic activity typical of the lysozyme family. 

35. Full-length PRQ864 Polypeptides 

5 The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PR0864. In particular, Applicants have identified and isolated cDNA 
encoding a PR0864 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 
acid sequence of the full-length PR0864 polypeptide using BLAST and FastA sequence alignment computer 
programs, suggests that various portions of the PR0864 polypeptide possess significant sequence similarity to 

10 the Wnt-4 protein, thereby indicating that PR0864 may be a novel Wnt-4 protein. More specifically, an analysis 
of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence similarity between the 
PR0864 amino acid sequence and the following Dayhoff sequences, "WNT4 MOUSE", "WNT3 MOUSE", 
"WN5A_HUMAN", "WN7B_MOUSE", "WN3A_MOUSE'\ "XLU66288_1'\ "WN13_HUMAN'\ 
"WN5B_ORYLA'\ "WNT2_MOUSE", and "WN7AMOUSE". Accordingly, it is presently believed that 

15 PR0864 polypeptide disclosed in the present application is a newly identified member of the Wnt-4 protein 
family and possesses properties typical of the Wnt-4 protein family. 

36. Full-length PRQ792 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
20 referred to in the present application as PR0792. In particular, Applicants have identified and isolated cDNA 
encoding a PR0792 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0792 polypeptide has significant similarity 
to the CD23 protein. Accordingly; it is presently believed that PR0792 polypeptide disclosed in the present 
application is a newly identified CD23 homo log. 

25 

37. Full-length PRQ866 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO866. In particular, Applicants have identified and isolated cDNA 
encoding a PRO866 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
30 sequence alignment computer programs, Applicants found that the PRO866 polypeptide has significant similarity 
to various mindin and spondin proteins. Accordingly, it is presently believed that PRO866 polypeptide disclosed 
in the present application is a newly identified mindin/spondin homolog. 

38. Full-length PRQ871 Polypeptides 

35 The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PR0871 . In particular, Applicants have identified and isolated cDNA 
encoding a PR0871 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
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sequence alignment computer programs. Applicants found that the PR0871 polypeptide has significant similarity 
to the CyP-60 protein. Accordingly, it is presently believed that PR0871 polypeptide disclosed in the present 
application is a newly identified member of the cyclophilin protein family and possesses activity typical of the 
cyclophilin protein family. 

39. Full-length PRQ873 Polyp eptide 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0873. In particular, Applicants have identified and isolated cDNA 
encoding a PR0873 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0873 polypeptide has significant similarity 
to a human liver carboxylesterase. Accordingly, it is presently believed that PR0873 polypeptide disclosed in 
the present application is a newly identified member of the carboxylesterase family and possesses enzymatic 
activity typical of the carboxylesterase family. : : ; - 

40. Full-length PKO940 Polypeptides 

The present invention provideshewly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO940: In particular; Applicants have identified and isolated cDNA 
encoding a PRO940 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PRO940 polypeptide has significant similarity 
to CD33 arid the OB binding protein-2: Accordingly; it is presently believed that PRO940 polypeptide disclosed 
20 in the present application is a newly CD33 arid/or OB binding protein-2 homolog 

41. Full-length PRQ941 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR094 1 . In particular, Applicants have identified and isolated cDNA 
25 encoding a PR094 1 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs. Applicants found that the PR0941 polypeptide has significant similarity 
to one or more cadherin proteins. Accordingly, it is presently believed that PR0941 polypeptide disclosed in 
the present application is a newly identified cadherin homolog: 

30 42. Full-length PRQ944 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0944. In particular. Applicants have identified and isolated cDNA 
encoding a PR0944 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PRG944 polypeptide has significant similarity 
35 to the CPE-R cell surface protein. Accordingly, it is presently believed that PR0944 polypeptide disclosed in 
the present application is a newly identified CPE-R homolog. 
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43- Full-length PRQ983 Pnl Y p gp«.-,i»c 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present applicat.on as PR0983. In particular. Applicants have identified and isolated cDNA 
encoding a PR0983 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0983 polypeptide has significant similarity 
to the vesicle-associated protein, VAP-33. Accordingly, it is presently believed that PR0983 polypeptide 
disclosed in the present application is a newly identified member of the vesicle-associated membrane protein 
family and possesses activity typical of vesicle-associated membrane proteins. 

44. Full-length PRO1057 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO1057. In particular, Applicants have identified and isolated cDNA 
encoding a PRO1057 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs, Applicants found that the PROI057 polypeptide has significant 
similarity to various protease proteins. Accordingly, it is presently believed that PRO 1057 polypeptide disclosed 
15 in the present application is a newly identified protease homolog. 

45. Full-length PRO1071 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO1071. In particular, Applicants have identified and isolated cDNA 
encoding a PRO 1 071 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs, Applicants found that the PRO 1071 polypeptide has significant 
similarity to the thrombospondin protein. Accordingly, it is presently believed that PRO 1071 polypeptide 
disclosed in the present application is a newly identified thrombospondin homolog. 

25 46. Full-length PRO1072 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO 1072. In particular, Applicants have identified and isolated cDNA 
encoding a PRO 1072 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs. Applicants found that the PRO 1072 polypeptide has significant 
30 similarity to various reductase proteins. Accordingly, it is presently believed that PRO 1072 polypeptide 
disclosed in the present application is a newly identified member of the reductase protein family. 

47. Full-length PRO1075 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
35 referred to in the present application as PRO1075. In particular. Applicants have identified and isolated cDNA 
encoding a PRO1075 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs. Applicants found that the PRO 1075 polypeptide has significant 
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similarity to protein disulfide isomerase. Accordingly, it is presently believed that PRO1075 polypeptide 
disclosed in the present application is a newly identified member of the protein disulfide isomerase family and 
possesses activity typical of that family. 

48. Full-length PRQ181 Polypeptides 

5 The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PR0181 In particular, Applicants have identified and isolated cDNA 
encoding a PROl 8 1 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and Fast A 
sequence alignment computer programs, Applicants found that the PRO 1 8 1 polypeptide has significant similarity 
to the cornichon protein. Accordingly, it is presently believed that PRO 181 polypeptide disclosed in the present 
10 application is a newly identified cornichon homolog. 



49. Full-length PRQ195 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0195. In particular, Applicants have identified and isolated cDNA 
15 encoding a PRO!?5 polypeptide, as disclosed in further detail in the Examples below. The PRO 195 -encoding 
clone was isolated from a human fetal placenta library using a trapping technique which selects for nucleotide 
sequences encoding secreted proteins. To Applicants present knowledge, the UNQ169 (DNA26847-1395) 
nucleotide sequence encodes a novel factor;, using BLAST and FastA sequence alignment computer programs, 
no sequence identities to any known proteins were revealed. 

20 

50. Full-length PRQ865 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0865. In particular, Applicants have identified and isolated cDNA 
encoding a PR0865 polypeptide, as disclosed in further detail in the Examples below. The PR0865 -encoding 
25 clone was isolated from a human fetal kidney library using a trapping technique which selects for nucleotide 
sequences encoding secreted proteins. Thus, the PR0865-encoding clone may encode a secreted factor. To 
Applicants present knowledge, the UNQ434 (DNA53974-1401) nucleotide sequence encodes a novel factor; 
using BLAST and FastA sequence alignment computer programs, no sequence identities to any known proteins 
were revealed. 

30 

51. Full-length PRQ827 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0827. In particular. Applicants have identified and isolated cDNA 
encoding a PR0827 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
35 sequence alignment computer programs, Applicants found that the PR0827 polypeptide has significant similarity 
to VLA-2 and various other integrin proteins. Accordingly, it is presently believed that PR0827 polypeptide 
disclosed in the present application is a novel integrin protein or splice variant thereof. 
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52. Full-length PRQ1114 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PROl 1 14. In particular, Applicants have identified and isolated cDNA 
encoding a PRO 11 14 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs. Applicants found that the PROl 1 14 polypeptide has significant 
5 similarity to the cytokine receptor family of proteins. Accordingly, it is presently believed that PROl 114 
polypeptide disclosed in the present application is a newly identified member of the cytokine receptor family of 
proteins and possesses activity typical of that family. 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PROl 1 14 interferon receptor (UNQ557). In particular, cDNA encoding 

10 a PROl 1 14 interferon receptor polypeptide has been identified and isolated, as disclosed in further detail in the 
Examples below. It is noted that proteins produced in separate expression rounds may be given different PRO 
numbers but the UNQ number is unique for any given DNA and the encoded protein, and will not be changed. 
However, for sake of simplicity, in the present specification the protein encoded by DNA57033-1403 as well 
as all further native homologues and variants included in the foregoing definition of PROl 114 interferon 

15 receptor, will be referred to as "PROl 114 interferon receptor", regardless of their origin or mode of 
preparation. 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PROl 114 interferon receptor polypeptide (shown in Figure 142 and SEQ ID NO:352) has 
sequence identity with the other known interferon receptors. Accordingly, it is presently believed that PROl 1 14 
20 interferon receptor possesses activity typical of other interferon receptors. 

53. Full-length PRQ237 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0237. In particular, Applicants have identified and isolated cDNA 
25 encoding a PR0237 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0237 polypeptide has significant similarity 
to carbonic anhydrase. Accordingly, it is presently believed that PR0237 polypeptide disclosed in the present 
application is a newly identified carbonic anhydrase homolog. 

30 54. Full-length PRQ541 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PROS41 . In particular, Applicants have identified and isolated cDNA 
encoding a PR054 1 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PROS4 1 polypeptide has significant similarity 
35 to a trypsin inhibitor protein. Accordingly, it is presently believed that PR0541 polypeptide disclosed in the 
present application is a newly identified member of the trypsin inhibitor protein family. 
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55. Full-length PRQ273 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0273. In particular, Applicants have identified and isolated cDNA 
encoding a PR0273 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR0273 polypeptide have 
significant sequence identity with various chcmokines. Accordingly, it is presently believed that PR0273 
polypeptide disclosed in the present application is a newly identified member of the chemokine family and 
possesses activity typical of the chemokine family. 

56, Full-length PRO701 Polypeptides . ;ca; 
The present invention provides newly identified and isolatedkcleotide sequences encoding polypeptides 
referred to in the present application as PRO701, In particular. Applicants have identified and isolated cDNA 
encoding a PRO701 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs. Applicants found that various portions of the PRO701 polypeptide have 
significant homology with the neuroligins 1, 2 and 3 and prases including carboxyesterases and 
15 acytlcholinesterases. Accordingly, it is presently believed that PRO701 polypeptide disclosed in the present 
application is a newly identified member of the neuroligin family and is involved in mediating recognition 
processes between neurons and/or functions as a cell adhesin molecule as is typical of. neuroligins. 



10 



20 



57. Full-length PRO704 Polypeptides 
The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO704 r In particular, Applicants have identified and isolated cDNA 
encoding a PRO704 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PRO704 polypeptide have 
significant homology with the VIP36 and GP36b. Accordingly, it is presently believed that PRO704 polypeptide 
25 disclosed in the present application is a newly identified member of the vesicular integral membrane protein 
family and possesses the ability to bind to sugars and cycle between the plasma membrane and the Golgi typical 
of this family. 



30 



58. Full-length PRO706 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO706. In particular. Applicants have identified and isolated cDNA 
encoding a PRO706 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PRO706 polypeptide have 
sequence identity with the human prostatic acid phosphatase precursor and the human lysosomal acid phosphatase 
35 precursor. Accordingly, it is presently believed that PRO706 polypeptide disclosed in the present application 
is a newly identified member of the human prostatic acid phosphatase precursor family and possesses 
phosphatase typical of the acid phosphatase family. 
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59. Full-length PRO707 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO707. In particular, Applicants have identified and isolated cDNA 
encoding a PRO707 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PRO707 polypeptide have 
5 significant homology with cadherins, particularly cadherin FIB3 found in fibroblasts. Accordingly, it is 
presently believed that PRO707 polypeptide disclosed in the present application is a newly identified member 
of the cadherin family and possesses cell interaction signaling typical of the cadherin family. 

60. Full-length PRQ322 Polypeptides 

10 The Present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PR0322. In particular, Applicants have identified and isolated cDNA 
encoding a PR0322 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR0322 polypeptide have 
significant homology with human neuropsin, serine protease, neurosin and trypsinogen. Accordingly, it is 

15 presently believed that PR0322 polypeptide disclosed in the present application is a newly identified member 
of the serine protease family and possesses protease activity typical of this family. It is also believed that 
PR0322 is involved in hippocampal plasticity and is associated with extracellular matrix modifications and cell 
migrations. 

20 61. Full-length PRQ526 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0526. In particular, Applicants have identified and isolated cDNA 
encoding a PR0526 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PROS26 polypeptide have 
25 significant homology with the acid labile subunit of the insulin-like growth factor complex (ALS), as well 
carboxypeptidase, SLIT, and platelet glycoprotein V. Accordingly, it is presently believed that PR0526 
polypeptide disclosed in the present application is a newly identified member of the leucine-repeat rich 
superfamily, and possesses protein-protein interaction capabilities typical of this family. 

30 62. Full-length PRQ531 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0531. In particular, Applicants have identified and isolated cDNA 
encoding a PR053 1 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR053 1 polypeptide have 
35 significant sequence identity and similarity with members of the cadherin superfamily, particularly , protocadherin 
3. Accordingly, it is presently believed that PR053 1 polypeptide disclosed in the present application is a newly 
identified member of the cadherin superfamily, and is a protocadherin. PR0531 is a transmembrane protein 
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which has extracellular cadherin motifs. PR0531 is believed to be involved in cell-cell activity, in particular, 
cell signaling. 

63. Full-length PRQ534 Polypeptides 
The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
5 referred to in the present application as PROS34. In particular, Applicants have identified and isolated cDNA 
encoding a PR0534 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR0534 polypeptide have 
significant identity or similarity with the putative disulfide isomerase erp38 precursor and thioredoxin c-3. 
Accordingly, it is presently believed that PROS34 polypeptide disclosed in the present application is a newly 
10 identified member of the disulfide isomerase family and possesses the ability to recognize and unscramble either 
intermediate or incorrect folding patterns typical- of this family J - 

64* Full-length PRQ697 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
15 referred to in the present application as PR0697. In particular, Applicants have identified and isolated cDNA 
encoding a PR0697 polypeptide; as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR0697 polypeptide have 
significant identity or similarity with sFRP-2, sFRP-1 and SARP-1, -2 and -3. Accordingly, it is presently 
believed that PR0697 polypeptide disclosed in the present application is a newly identified member of the sFRP 
20 family and possesses activity related to the Wnt signal pathway. 

65. Full-length PRQ717 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0717. In particular, Applicants have identified and isolated cDNA 
25 encoding a PR0717 polypeptide, as disclosed in further detail in the Examples below. To Applicants present 
knowledge, the UNQ385 (DNA50988-1326) nucleotide sequence encodes a novel factor; using BLAST and 
FastA sequence alignment computer programs, no significant sequence identities to any known human proteins 
were revealed. 

30 66. Full-length PRQ731 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR073 1 . In particular, Applicants have identified and isolated cDN A 
encoding a PR0731 polypeptide, as disclosed in further detail in the Examples below; Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR073 1 polypeptide have 
35 significant homology with the protocadherins 4, 68, 43, 42, 3, and 5. Accordingly, it is presently believed that 
PR0731 polypeptide disclosed in the present application is a newly identified member of the protocadherin 
family and possesses cell-cell aggregation or signaling activity or signal transduction involvement typical of this 
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family. 

67. Full-length PRQ218 Pnlyp pptiH^ 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0218. In particular, Applicants have identified and isolated cDNA 
5 encoding a PR0218 polypeptide, as disclosed in further detail in the Examples below. The PR02_18-encoding 
clone was isolated from a human fetal kidney library. To Applicants present knowledge, the UNQ192 
(DNA30867-1335) nucleotide sequence encodes a novel factor; using BLAST and FastA sequence alignment 
computer programs, no significant sequence identities to any known proteins were revealed. Some sequence 
identity was found with membrane regulator proteins, indicating that PR0218 may function as a membrane 
10 regulator. 

68. Full-length PRQ768 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0768: In particular, Applicants have identified and isolated cDNA 

15 encoding a PRQ768 polypeptide, as-disclosed ^further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR0768 polypeptide have 
significant homology with integrins, including integrin 7 and 6. Accordingly, it is presently believed that 
PR0768 polypeptide disclosed in the present. application is a newly identified member of the integrin family, 
either a homologue or a splice variant of integrin 7, and is involved with cell adhesion and communication 

20 between muscle. cells and the extracellular matrix. 

69. Full-length PRQ771 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0771 . In particular, Applicants have identified and isolated cDNA 

25 encoding a PR077 1 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR077 1 polypeptide have 
significant sequence identity and similarity with testican. Accordingly, it is presently believed that PR0771 
polypeptide disclosed in the present application is a newly identified member of the testican family and possesses 
cell signaling, binding, or adhesion properties, typical of this family. 

30 . . 

70. Full-length PRQ733 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0733. In particular, Applicants have identified and isolated cDNA 
encoding a PR0733 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
35 sequence alignment computer programs, Applicants found that various portions of the PR0733 polypeptide have 
significant sequence identity with the Tl/ST receptor binding protein. Accordingly; it is presently believed that 
PR0733 polypeptide disclosed in the present application is a newly identified member of the interleukin-like 

179 

BNSOOCID: <WO 0053756A2_I_> 



WO 00/53756 



PCT/US00/04341 



10 



15 



family binding proteins which may be a cytokine and which may be involved in cell signaling. It is believed that 
PR0733 is an ApoAIV homologuc. 

71. Full-length PRQ162 Poly peptide 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0162. In particular, Applicants have identified and isolated cDNA 
encoding a PROl 62 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PRO 162 polypeptide have 
significant homology with human pancreatitis-associated protein (PAP). Applicants have also found that the 
DN A encoding the PRO 1 62 polypeptide has significant homology with bovine lithostathine precursor and bovine 
pancreatic thread protein (PTP). Accordingly, it is presently believed that PR0162 polypeptide disclosed in the 
present application is a newly identified member of the pancreatitis-associated protein family and possesses 
activity typical of the pancreatitis-associated protein family. 

72- Full-length PRQ788 Polypeptides 
The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0788. In particular, Applicants have identified and isolated cDNA 
encoding a PR0788 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR0788 polypeptide have 
significant homology with the anti-neoplastic urinary protein. Applicants have also found that the DNA 
20 encoding the PR0788 polypeptide has significant homology with human E48 antigen, human component B 
protein, and human prostate stem cell antigen. Accordingly, it is presently believed that PR0788 polypeptide 
disclosed in the present application is a newly identified member of the anti-neoplastic urinary protein family and 
possesses anti-neoplastic activity typical of the anti-neoplastic urinary protein family. 

25 73. Full-length PRQ1008 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO 1008. In particular. Applicants have identified and isolated cDNA 
encoding a PRO1008 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs, Applicants found that various portions of the PRO 1008 
30 polypeptide have significant sequence identity and similarity with mouse dkk- 1 (mdkk- 1 ). Accordingly, it is 
presently believed that PRO1008 polypeptide disclosed in the present application is a newly identified member 
of the dkk-1 family and possesses head inducing activity typical of this family. 



35 



74. Full-length PRO1012 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO1012. In particular, Applicants have identified and isolated cDNA 
encoding a PRO1012 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
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FastA sequence alignment computer programs, Applicants found that various portions of the PRO1012 
polypeptide have sequence identity with disulfide isomerase. Accordingly, it is presently believed that PRO 1012 
polypeptide disclosed in the present application is a newly identified member of the ER retained protein family 
and possesses activity related to the processing, production and/or folding of polypeptides typical of the disulfide 
isomerase family. 

5 

75. Full-length PRO1014 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO1014. In particular, Applicants have identified and isolated cDNA 
encoding a PRO 1014 polypeptide, as disclosed in farther detail in the : Examples below. Using BLAST and 
10 FastA sequence alignment computer, programs,, Applicants found that various portions of the PRO1014 
polypeptide have sequence identity .with reductase and dehydrogenase., Accordingly,; it is presently believed that 
PROl 0 1 4 polypeptide disclosed in the present application: is a newly identified member of the reductase super 
family and possesses reduction capabilities typical of this family.. ■ - . , ■ 

15 76. Full-length. PRO1017 Polypeptides . , 

The present invention provides newly, identified ^and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO101 7,. In particular, Applicants have identified and isolated cDN A 
encoding a PRO 1Q17 polypeptide,, as disclosed in further detail in the Examples below; Using BLAST and 
FastA sequence alignment computer , programs, Applicants^ found that- various portions of the PRO 101 7 
20 polypeptide have sequence identity with, HNK-1 sulfotransferase. Accordingly, it is presently believed that 
PRO1017 polypeptide disclosed in the present application is a newly identified member of the HNK-1 
sulfotransferase family and is involved with the synthesis of HNK-1 carbohydrate epitopes typical of this family. 



77. Full-length PRQ474 Polypeptides ^ 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0474. In particular, Applicants have identified and isolated cDNA 
encoding a PR0474 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR0474 polypeptide have 
sequence identity with dehydrogenase, glucose dehydrogenase and oxidoreductase. Accordingly, it is presently 
believed that PR0474 polypeptide disclosed in the present application is a newly identified member of the 
dehydrogenase family and is involved in the oxidation of glucose. 

78. Full-length PRQ1031 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO103 1 . in particular, Applicants have identified and isolated. cDNA 
encoding a PRO1031 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs, Applicants found that various portions of the PRO1031 
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polypeptide have sequence identity with IL-17 and CTLA-8. Accordingly, it is presently believed that PRO 103 1 
polypeptide disclosed in the present applicaiion is a newly identified member of the cytokine family and thus may 
be involved in inflammation and/or the immune system. 

79 - Full-length PRQ938 Polyp eptide 

5 The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PR0938. In particular, Applicants have identified and isolated cDNA 
encoding a PR0938 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs. Applicants found that the PR0938 polypeptide has significant similarity 
to protein disulfide isomerase. Accordingly, it is presently believed that PR0938 polypeptide disclosed in the 
10 present application is a newly identified member of the thioredoxin'family proteins and possesses activity typical 
of protein disulfide isomerase. 



15 



80. Full-length PRO1082 Polypeptides 

The present invention provides newly identified and isolated ftucleotide sequences encoding polypeptides 
referred to in the present application as PRO1082. In particular, Applicants have identified and isolated cDNA 
encoding a PRO 1082 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs. Applicants found that various portions of the PROJ082 
polypeptide have sequence identity with a lectin-Iike oxidized LDL receptor appearing in the database as 
"AB010710J". Accordingly, it is presently believed that PRO1082 polypeptide disclosed in the present 
20 application is a newly identified member of the LDL receptor family. 

81- Full-length PRO1083 Polypeptides 
The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO1083. In particular, Applicants have identified and isolated cDNA 
25 encoding a PRO1083 polypeptide, as disclosed in further detail in the Examples below. The PRO1083-encoding 
clone was isolated from a human fetal kidney library using a trapping technique which selects for nucleotide* 
sequences encoding secreted proteins. To Applicants present knowledge, the UNQ540 (DNA5092 1-1458) 
nucleotide sequence encodes a novel factor; using BLAST and FastA sequence alignment computer programs, 
some sequence identity with a 7TM receptor, latrophilin related protein 1 and a macrophage restricted cell 
surface glycoprotein was shown. The kinase phosphorylation site and G-coupled receptor domain shown in 
Figure 204 indicate that PRO1083 is a novel member of the 7TM receptor superfamily. 



30 



82. Full-length PRO200 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
35 referred to in the present application as VEGF-E. In particular, Applicants have identified and isolated cDNA 
encoding a VEGF-E polypeptide, as disclosed in further detail in the Examples below. Using BLAST sequence 
alignment computer programs, Applicants found that the VEGF-E polypeptide has significant homology with 
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VEGF and bone morphogenetic protein 1 . In particular, the cDNA sequence of VEGF-E exhibits 24 % amino 
acid similarity with VEGF and has structural conservation. In addition, VEGF-E contains a N-terminal half 
which is not present in VEGF and that has 28% homology to bone morphogenetic protein 1. 

83. Full-length PRQ285 and PRQ286 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0285 and PRG286 In particular, Applicants have identified and 
isolated cDN As encoding PR0285 and PR0286 polypeptides; as disclosed in further detail in the Examples - 
below. Using BLAST and FastA sequence alignment computer programs, Applicants found that the coding 
sequences of PR0285 and PRG286 are highly homologous to DN A sequences HSU88540_1, HSU88878 1, 
HSU88879J, HSU88880J, and HSU88881_1 in the GenBank database, ^ 

Accordingly,, it is presently believed that the PR0285 and PR0286 proteins disclosed in the present 
application are newly identified human homologues oi the Drosophila protein Toll, and are likely to play an 
important role in adaptive immunity , ,More. specifically^ PR0285 and PR0286 may be involved in 
inflammation, septic shockv and response-to pathogens^and play possible roles in diverse medical conditions that 
15 are aggravated by immune response, such as for example; diabetes; ALS, cancer, rheumatoid arthritis, and 
ulcers. The role of PRQ285 and PR0286 as pathogen pattern recognition receptors, sensing the presence of 
conserved molecular structures present on microbes; is further supported by the data disclosed in the present 
application^ showing that '.a. knowniiuman. Toll -\ ike receptor, TLR2 is a direct mediator of LPS signaling. 

20 84, Fuil-length PRQ213*!. PRQ1330 and PRO 1449 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present-application as PR0213-1, PRO1330 and/or PRO 1449. In particular, cDNA encoding 
a PR0213-1, PRO1330 and/or PRO 1449 polypeptide has been identified and isolated, as disclosed in further 
detail in the Examples below. It is noted that proteins produced in separate expression rounds may be given 
25 different PRO numbers but the UNQ number is unique for any given DNA and the encoded protein, and will 
not be changed. However; for sake of simplicity, in the present specification the protein encoded by DN A30943- 
1163-1, DNA64907-1 163,1 and DNA64908-1 163-1 as well as all further native homologues and variants 
included in the foregoing definition ofPR0213-l, PRO1330 and/or PR01449, will be referred to as "PR0213- 
1 , PRO1330 and/or PR01449V regardless of their origin or mode of preparation. 

30 

85. Full-length PRQ298 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0298: (It is noted that PR0298 is an arbitrary designation of a 
protein encoded by the nucleic acid shown in Figure218, SEQIDNO: 514, and having the amino acid sequence 
35 shown in Figure 219, SEQ ID NO:515. Further proteins having the same amino acid sequence but expressed 
in different rounds of expression, may be given different "PRO" numbers.) 
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In particular, Applicants have identified and isolated cDNA encoding a PR0298 polypeptide, as 
disclosed in further detail in the Examples below. Using BLASTX 2. 0a8MP-WashU computer program, socrine 
parameters: T= 12, S = 68, S2 = 36, Matrix: BLOSUM62, Applicants found that the PR0298 protein specifically 
disclosed herein shows a limited (27-38 %) sequence identity with the following sequences found in the GenBank 
database: S59392 (probable membrane protein YLR246w - yeast); S581 54 (hypothetical protein SPAC2F7. 10 - 
5 yeast); CELF33D1 1_9 (F33D11.9b - Caenorhabditis elegans); Y041CAEEL (hypothetical 68.7 kd protein 
zk757.1); CEAC3_5 (AC3.4 - Caenorhabditis elegans); S52691 (probable transmembrane protein YDR126w - 
yeast); ATT12H1714 (protein - Arabidopsis thaliana); S55963 (probable membrane protein YNL326c - yeast); 
CELC43H6_2 (C43H6.7 - Caenorhabditis elegans); TMO18A10J4 (A_TMO18A10.8 - Arabinosa thaliana). 

10 86. Full-length PRQ337 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0337. In particular, Applicants have identified and isolated cDNA 
encoding a PR0337 polypeptide, as disclosed in further detail in the Examples below. Using BLAST, BLAST- 2 
and FastA sequence alignment computer programs, Applicants found that a full-length native sequence PR0337 
15 has 97% amino acid sequence identity with rat neurotrimin, 85% sequence identity with chicken CEPU, 73% 
sequence identity with chicken G55, 59% homology with human LAMP and 84% homology with human 
OPCAM. Accordingly, it is presently believed that PR0337 disclosed in the present application is a newly 
identified member of the IgLON sub family of the immunoglobulin superfamily and may possess neurite growth 
and differentiation potentiating properties. 

20 

87. Full-length PRO403 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO403. In particular, Applicants have identified and isolated cDNA 
encoding a PRO403 polypeptide, as disclosed in further detail in the Examples below. Using a BLAST, BLAST- 
25 2 and FastA sequence alignment computer programs, Applicants found that a full-length native sequence PRO403 
has 94% identity to bovine ECE-2 and 64% identity to human ECE-1. Accordingly is presently believed that 
PRO403 is a new member of the ECE protein family and may posses ability to catalyze the production of active 
endothelin. 



30 B. PRO Polypeptide Variants 

In addition to the full-length native sequence PRO polypeptides described herein, it is contemplated that 
PRO variants can be prepared. PRO variants can be prepared by introducing appropriate nucleotide changes into 
the PRO DNA, and/or by synthesis of the desired PRO polypeptide. Those skilled in the art will appreciate that 
amino acid changes may alter post-transiational processes of the PRO, such as changing the number or position 
35 of glycosylation sites or altering the membrane anchoring characteristics. 

Variations in the native full-length sequence PRO or in various domains of the PRO described herein, 
can be made, for example, using any of the techniques and guidelines for conservative and non-conservative 
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mutations set forth, for instance, in U.S. Patent No. 5,364,934. Variations may be a substitution, deletion or 
insertion of one or more codons encoding the PRO that results in a change in the amino acid sequence of the 
PRO as compared with the native sequence PRO. Optionally the variation is by substitution of at least one amino 
acid with any other amino acid in one or more of the domains of the PRO. Guidance in determining which 
amino acid residue may be inserted, substituted or deleted without adversely affecting the desired activity may 
5 be found by comparing the sequence of the PRO with that of homologous known protein molecules and 
minimizing the number of amino acid sequence changes made in regions of high homology. Amino acid 
substitutions can be the result of replacing one amino acid with another amino acid having similar structural 
and/or chemical properties, such as the replacement of a leucine with a serine; i.e., conservative amino acid 
replacements. Insertions or deletions may optionally be in the range of about 1 to 5 amino acids: The variation 

9 

10 allowed may be determined by systematically making insertions, detetionis or substitutions of amino acids -in the 
sequence and testing the resulting variants for activity exhibited by the full length or mature native sequence. 

PRO polypeptide fragments are provided herein. Such fragments may be truncated at the N^terminus 
or C-terminus, or may lack internal residues, for example, when compared with a full length native protein. 
Certain fragments lack amino acid residues that are nor essential §&t: a desired biologicar activity of the PRO 

15 polypeptide; 

PRO fragments may be prepared by -any: of a number of conventional techniques Desired peptide 
fragments may be chemically synthesized." - An alternative approach involves generating PRO fragments by 
enzymatic digestion, e.g. , by treating the protein with an enzyme known to cleave proteins at sites defined by 
particular amino acid residues, or by digesting the DN A with suitable restriction enzymes and isolating the 

20 desired fragment. Yet another suitable technique involves isolating and amplifying a DN A fragment encoding 
a desired polypeptide fragment, by polymerase chain reaction (PCR). Oligonucleotides mat define the desired 
termini of the DNA fragment are employed at the 5- and 3' primers in. the/POR. Preferably, PRO polypeptide 
fragments share at least one biological and/of immunological activity with the native PRO polypeptide disclosed 
herein. \ • ■ 

25 In particular embodiments, conservative substitutions of interest are shown in Table 6 under the heading 

of preferred substitutions. 'If such substitutions result in a change in biological activity , then more substantial 
changes, denominated exemplary substitutions in Table 6, or as further described below in reference to amino 
acid classes, are introduced and the products screened; 
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30 



Original Exemplary 
Residue Substitutions 



Preferred 
Substitutions 



Ala (A) val; leu; ile 

A *"g (R) iys; gin; asn 



val 
lys 

Asn ( N > gin; his; lys; arg g l n 

Asp (D) glu 
Cys (C) ser 
10 Gin (Q) asn 
Glu (E) asp 
Gly (G) pro; ala 

His (H) asn; gin; lys; arg 

IIe (I) leu; val; met; ala; phe; 

15 norleucine 

Leu (L) norleucine; ile; val; 

met; ala; phe il e 
Lys (K) arg; gin; asn 

Met (M) leu; phe; ile 

20 Phe (F) leu; val; ile; ala; tyr 

Pro (P) a ia 
Ser (S) thr 
Thr(T) ser 
Trp (W) tyr; phe 

25 Tyr (Y) trp; phe; thr; ser 

y al ( v ) ile; leu; met; phe; 

ala; norleucine j eu 



glu 
ser 
asn 
asp 
ala 
arg 

leu 



arg 
leu 
leu 
ala 
thr 
ser 
tyr 
phe 



Substantial modifications in function or immunological identity of the PRO polypeptide are accomplished 
by selecting substitutions that differ significantly in their effect on maintaining (a) the structure of the polypeptide 
backbone in the area of the substitution, for example, as a sheet or helical conformation, (b) the charge or 
hydrophobiciry of the molecule at the target site, or (c) the bulk of the side chain. Naturally occurring residues 
are divided into groups based on common side-chain properties: 
(1) hydrophobic: norleucine, met, ala, val, leu, ile; 
35 (2) neutral hydrophilic: cys, ser, thr; 

(3) acidic: asp, glu; 

(4) basic: asn, gin, his, lys, arg; 

(5) residues that influence chain orientation: gly, pro; and 

(6) aromatic: trp, tyr, phe. 

40 Non-conservative substitutions will entail exchanging a member of one of these classes for another class. 

Such substituted residues also may be introduced into the conservative substitution sites or, more preferably, into 
the remaining (non-conserved) sites. 

The variations can be made using methods known in the art such as oligonucleotide-mediated (site- 
directed) mutagenesis, alanine scanning, and PCR mutagenesis. Site-directed mutagenesis [Carter et al., Nucl. 

45 Acids Res. , 13:4331 (1986); Zoller et al., Nucl. Acids Res. 10:6487 (1987)], cassette mutagenesis [Wells et 
al., Gene, 34:315 (1985)], restriction selection mutagenesis [Wells et al.. Philos. Trans. R. Soc. London Ser A 
3T7:415 (1986)] or other known techniques can be performed on the cloned DNA to produce the PRO variant 
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DNA. 

Scanning amino acid analysis can also be employed to identify one or more amino acids along a 
contiguous sequence. Among the preferred scanning amino acids are relatively small, neutral amino acids. Such 
amino acids include alanine, glycine, serine, and cysteine. Alanine is typically a preferred scanning amino acid 
among this group because it eliminates the side-chain beyond the beta-carbon and is less likely to alter the main- 
5 chain conformation of the variant [Cunningham and Wells, Science . 244 : 1081-1085 (1989)]. Alanine is also 
typically preferred because it is the most common amino acid. Further, it is frequently found in both buried and 
exposed positions [Creighton, The Proteins . (W.H. Freeman & Co., N.Y:); Chothia, J. Mol. Biol. 150; l 
(1976)]. If alanine substitution does not yield adequate amounts of variant, an isoteric amino acid can be used. 

10 C. Modifications of PRO 

. : Covalent modifications of ^ One type of covalent 

modification includes reacting targeted amina acid residues of a PRO polypeptide with an organic derivatizing 
agent . that is capable, of reacting with selected, side chains or the: N- or C- terminal residues of the PRO. 
Derealization with bifunctional agents is useful, for instance, forcrosslinking PRO to a water- insoluble support 
15 matrix, or surface for use in :me method for purifying antirPRQ. antibodies, and vice-versa. Commonly used 
crosslinking agents include, e.g., 1 , 1 -bis(diazoacetyl)-2-phenylethane; glutaraldehyde, N-hydroxysuccinimide 
esters, for example^ esters with 4-azidosalicylic acid, homobifunctional imidoesters, including disuccinimidyl 
esters such as 3,3'-ditmobis(succinimidyipropionate);. b such as bis-N-maleimido-1 ,8- 

octane and agents such as methyl-3-t(p-azidophenyl)dithio]propioimidate. 
20 Other modifications: include deamidation of glutaminyl and asparaginyl residues to the corresponding 

glutamyl and asparty L residues, respectively, .hydroxy lation of proline and lysine, phosphorylation of hydroxyl 
groups of seryt or threonyl residues, methyiation of the a-amino groups of lysine, arginine, and histidine side 
chains [T.E. Creighton, Proteins: Structur e and Molecular Properties . W.H. Freeman & Co., San Francisco, 
pp. 79-86 (1983)J,. acetyiation.of the N-terminar amine, and amidationof any C-terminal carboxyl group. 

Another type of covalent modificatiorrof the PRO polypeptide included within the scope of this 
invention comprises altering the native glycosylation pattern of the polypeptide. "Altering the native 
glycosylation pattern" is intended for purposes herein to mean deleting one or more carbohydrate moieties found 
in native sequence PRO (either by removing the underlying glycosylation site or by deleting the glycosylation 
by chemical and/or enzymatic means), and/or adding one or more glycosylation sites that are not present in the 
30 native sequence PRO. In addition, the phrase includes qualitative changes in the glycosylation of the native 
proteins, involving a change in the nature and proportions of the various carbohydrate moieties present. 

Addition of glycosylation sites to the PRO polypeptide may be accomplished by altering the amino acid 
sequence. The alteration may be made, for example, by the addition of, or substitution by, one or more serine 
or threonine residues: ro the native sequence PRO (for O-linked glycosylation sites). The PRO. amino acid 
35 sequence may optionally be altered through changes at the DNA level, particularly by mutating the DNA 
encoding the PRO polypeptide at preselected bases such that codons are generated that will translate into the 
desired amino acids. 
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Another means of increasing the number of carbohydrate moieties on the PRO polypeptide is by 
chemical or enzymatic coupling of glycosides to the polypeptide. Such methods are described in the art, e.g.. 
in WO 87/05330 published 1 1 September 1987, and in Aplin and Wriston, CRC Crit. Rev. Biochem pp. 259- 
306 (1981). 

Removal of carbohydrate moieties present on the PRO polypeptide may be accomplished chemically 

or enzymatically or by mutational substitution of codons encoding for amino acid residues that serve as targets 

for glycosylation. Chemical deglycosylation techniques are known in the an and described, for instance, by 

Hakimuddin, et al., Arch. Biochem. Biophys., 259:52 (1987) and by Edge et al., Anal. Biochem. . j_18:131 

(1981). Enzymatic cleavage of carbohydrate moieties on polypeptides can be achieved by the use of a variety 

of endo- and exo-glycosidases as described by Thotakura et al., Meth. Enzvmol. . 138:350 (1987). 

Another type of covalent modification of PRO comprises linking the PRO polypeptide to one of a variety 

of nonproteinaceous polymers, e.g., polyethylene glycol (PEG), polypropylene glycol, orpolyoxyalkylenes, in 

the manner set forth in U.S. Patent Nos. 4,640,835; 4,496,689; 4,301 ,144; 4,670,4 17; 4,791 , 1 92 or 4, 1 79,337. 

The PRO of the present invention may also be modified in a way to form a chimeric molecule 

comprising PRO fused to another, heterologous polypeptide or amino acid sequence. 

In one embodiment, such a chimeric molecule comprises a fusion of the PRO with a tag polypeptide 

which provides an epitope to which an anti-tag antibody can selectively bind. The epitope tag is generally placed 

at the amino- or carboxyl- terminus of the PRO. The presence of such epitope-tagged forms of the PRO can be 

detected using an antibody against the tag polypeptide. Also, provision of the epitope tag enables the PRO to 

be readily purified by affinity purification using an anti-tag antibody or another type of affinity matrix that binds 

to the epitope tag. Various tag polypeptides and their respective antibodies are well known in the art. Examples 

include poly-histidine (poly-his) or poly-histidine-glycine (poly-his-gly) tags; the flu HA tag polypeptide and its 

antibody 12CA5 [Field et al., Mol. Cell. Biol., 8:2159-2165 (1988)]; the c-myc tag and the 8F9, 3C7, 6E10, 

G4, B7 and 9E10 antibodies thereto [Evan et al.. Molecular and Cellular Rinlopy 5:3610-3616 (1985)]; and the 

Herpes Simplex virus glycoprotein D (gD) tag and its antibody [Paborsky et al. , Protein EnoinePrmo 3_(6):547- 

25 553 (1990)]. Other tag polypeptides include the Flag-peptide [Hopp et al., BioTechnology 6:1204-1210 

(1988)]; the KT3 epitope peptide [Martin et al., Science . 255:192->94 (1992)]; an a-tubulin epitope peptide 

[Skinner et al., J. Biol. Chem., 266:15163-15166 (1991)]; and the T7 gene 10 protein peptide tag [Lutz- 

Freyermuth et al., Proc. Natl. Acad. Sci. USA 87:6393-6397 (1990)]. 

In an alternative embodiment, the chimeric molecule may comprise a fusion of the PRO with an 

immunoglobulin or a particular region of an immunoglobulin. For a bivalent form of the chimeric molecule (also 

referred to as an "immunoadhesin"), such a fusion could be to the Fc region of an IgG molecule. The Ig fusions 

preferably include the substitution of a soluble (transmembrane domain deleted or inactivated) form of a PRO 

polypeptide in place of at least one variable region within an Ig molecule. In a particularly preferred 

embodiment, the immunoglobulin fusion includes the hinge, CH2 and CH3, or the hinge, CH 1 , CH2 and CH3 

35 regions of an IgG 1 molecule. For the production of immunoglobulin fusions see also US Patent No. 5,428, 130 
issued June 27, 1995. 
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D. Preparation of PRO 

The description below relates primarily to production of PRO by culturing cells transformed or 
transfected with a vector containing PRO nucleic acid. It is, of course, contemplated that alternative methods, 
which are well known in the art, may be employed to prepare PRO. For instance, the PRO sequence, or 
portions thereof, may be produced by direct peptide synthesis using solid-phase techniques [see, e.g., Stewart 
5 et aL. Solid-Phase Peptide Synthesis. W.H. FreemanCo., San Francisco, CA (1969); Merrifield, J. Am. Chem. 
Spa., 85:2149-2154 (1963)]; In vitro protein synthesis may be performed: using manual techniques or by 
automation. Automated synthesis may be accomplished; for instance, using an Applied Biosystems Peptide 
Synthesizer (Foster City, CA) using manufacturer's instructions. Various portions of the PRO may be 
chemically synthesized separately and combined using chemical or enzymatic methods to produce the fulMength 
10 PRO. -• •• • • ' * . •: v. • v -,- r .r: 

I. • Isolation of DN A Encoding PRO - l - - - 
DNA encoding PRO may be obtained from a cDNA library prepared from tissue believed to possess 
the PRO mRNA and to express it at a detectable level. Accordingly,; human PRO DNA can be conveniently 

15 obtained from a cDNA library prepared ; from human tissue,- such as described in the Examples. The PRO- 
encoding gene may also be obtained from a genomic library or by known synthetic procedures (e.g. , automated 
nucleic acid synthesis). : • •■ ■ : . - : . _ . . ^ 

Libraries can be screened with probes (such as antibodies to the PRO or oligonucleotides of at least 
about 20-80 bases) designed to identify the gene of interest or the protein encoded by it. Screening the cDNA 

20 or genomic library with the selected probe may be conducted using standard procedures, such as described in 
Sambrook et al. , Molecular Cldnirig: A Laboratory Manual (New York: Cold Spring Harbor Laboratory Press, 
1989).. An alternative means to isolate the gene encoding' PRO is to use PCR methodology [Sambrook et al., 
supra : Dieffenbach et aL, PCR Primer: A Laboratory Manual (Cold Snrinr Harhnr Laboratory Press, 1995)]. 

The Examples below describe techniques for screening a cDNA library .The oligonucleotide sequences 

25 selected as probes should be of sufficient length and sufficiently unambiguous that false positives are minimized. 
The oligonucleotide is preferably labeled such that it can be detected upon hybridization to DNA in the library 
being screened. Methods of labeling are well known in the an, and include the use of radiolabels like 32 P-labeled 
ATP, biotinylation or enzyme labeling.- Hybridization conditions, including moderate stringency and high 
stringency, are provided in Sambrook et al., supra . 

30 Sequences identified in such library screening methods can be compared and aligned to other known 

sequences deposited and available in public databases such asGenBank or other private sequence databases. 
Sequence identity (at either the amino acid or nucleotide level) within defined regions of the molecule or across 
the full-length sequence can be determined using methods known in the art and as described herein. 

Nucleic acid having protein coding sequence may be obtained by screening selected cDN A or genomic 

35 libraries using the deduced amino acid sequence disclosed herein for the first time, and, if necessary, using 
conventional primer extension procedures as described in Sambrook et al., supra , to detect precursors and 
processing intermediates of mRNA that may not have been reverse-transcribed into cDNA. 
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-■ Selection and Transformation of Host Coll'; 

Host cells are transfected or transformed with expression or cloning vectors described herein for PRO 
production and cultured in conventional nutrient med.a modified as appropriate for inducing promoters, selects 
transforms, or amplifying the genes encoding the desired sequences. The culture conditions, such as media", 
temperature, P H and the like, can be selected by the skilled artisan without undue experimentation. In general, 
principles, protocols, and practical techn.ques for maximizing the productivity of cell cultures can be found in 
Mammalian Cel) Biotechnology a Practical Approach , M. Butler, ed. (IRL Press. 1991) and Sambrooket al.. 



supra. 



Methods of eukaryotic cell transfection and prokaryotic cell transformation are known to the ordinarily 
skilled artisan, for example, CaCl 2 , CaP0 4 , Iiposome-mediated and electroporation. Depending on the host cell 
10 used, transformation is performed using standard techniques appropriate to such cells. The calcium treatment 
employing calcium chloride, as described in Sambrook et al., supra, or electroporation is generally used for 
prokaryotes. Infection with Agrobaaerium tumefaciens is used for transformation of certain plant cells, as 
described by Shaw et al. , Gene, 23:3 15 (1983) and WO 89/05859 published 29 June 1989. For mammalian cells 
without such cell walls, the calcium phosphate precipitation method of Graham and van der Eb, Virology . 
15 52:456-457 (1978) can be employed. General aspects of mammalian cell host system transfections have been 
described in U.S. Patent No. 4,399,216. Transformations into yeast are typically carried out according to the 
method of Van Solingen et al. , J^BacL, 130:946 (1 977) and Hsiao et al . , Proc. Natl. Acad SH ms A> 76:3829 
(1979). However, other methods for introducing DNA into cells, such as by nuclear microinjection, 
electroporation, bacterial protoplast fusion with intact cells, or polycations, e.g. , polybrene, polyornithine, may 
20 also be used.. For various techniques for transforming mammalian cells, see Keown et al., Methods in 
Enzvmology , 185:527-537 (1990) and Mansour et al., Nature . 336:348-352 (1988). 

Suitable host cells for cloning or expressing the DNA in the vectors herein include prokaryote, yeast, 
or higher eukaryote cells. Suitable prokaryotes include but are not limited to eubacteria, such as Gram-negative 
or Gram-positive organisms, for example, Enterobacteriaceae such as E. coli. Various E. coli strains are 
25 publicly available, such as E. coli K 1 2 strain MM294 (ATCC 3 1 ,446); E. coli XI 776 (ATCC 3 1 ,537); E. coli 
strain W3110 (ATCC 27,325) and K5 772 (ATCC 53,635). Other suitable prokaryotic host cells include 
Enterobacteriaceae such as Escherichia, e.g., E. coli, Enterobacter, Erwinia, Klebsiella, Proteus, Salmonella, 
e.g.. Salmonella typhimurium, Serratia, e.g., Serratia marcescans. and Shigella, as well as Bacilli such as B. 
subtilis and B. licheniformis (e.g., B. lichenifortnis 41 P disclosed in DD 266,710 published 12 April 1989). 
30 Pseudomonas such as P. aeruginosa, and Streptomyces . These examples are illustrative rather than limiting. 
Strain W31 10 is one particularly preferred host or parent host because it is a common host strain for recombinant 
DNA product fermentations. Preferably, the host cell secretes minimal amounts of proteolytic enzymes. For 
example, strain W3 1 10 may be modified to effect a genetic mutation in the genes encoding proteins endogenous 
to the host, with examples of such hosts including E. coli W3 1 10 strain 1 A2. which has the complete genotype 
35 tonA ; E. coli W3110 strain 9E4, which has the complete genotype tonA ptr3; E. coli W31 10 strain 27C7 
(ATCC 55.244), which has the complete genotype tonA ptr3 phoA El 5 (argF-lac)J69 degP ompTkan'; E. coli 
W31 10 strain 37D6, which has the complete genotype tonA ptr3 phoA E15 (argF-lac)169 degP ompT rbs7 
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ilvG kan r ; E. coli W3110 strain 40B4, which is strain 37D6 with a non-kanamycin resistant degP deletion 
mutation; and an£. coli strain having mutant periplasmic protease disclosed in U.S. Patent No. 4,946,783 issued 
7 August 1990. Alternatively, in vitro methods of cloning, e.g., PCR or other nucleic acid polymerase 
reactions, are suitable. 

In addition to prokaryotes, eukaryotic microbes such as filamentous fungi or yeast are suitable cloning 
5 or expression hosts for PRO-encoding vectors. Saccharomyces cerevisiae is a commonly used lower eukaryotic 
host microorganism. Others include Schizosaccharomyces pombe (Beach and Nurse.- Nature . 290: 140 [1981]; 
EP 139,383 published 2 May 1985); Kluyveromyces hosts (U.S. Patent No. 4,943,529; Fleer et al., 
Bio/Technology , .9:968-975 (1991)) such as, e.g.,,*. tocf« (MW98 : 8C, CBS683..CBS4574; Louvencourt et 
al,, J . Bacteriol . , 154(2): 737-742 [1983]), *. fragilis (ATCC 12,424).*. .bulgaricus (ATCC 16,045), *. 
10 wickeramii (ATCC 24, 1 78), *. \yaltii : ( ATCC 56,5 OP),,*, drospphilarum (ATCC 36,906; Vanden Berg.et al., 
Bio/Technology, 8: 135 ( 1990)> f *; thermotolemns, and K r ntarxicmus; yarrowia (Ep.402,226); Pichia pastoris 
< EP J83,p70; SreekrishM : eta} ; . J. Basic Microbiol., ?8;2fr5-278 U988J); Candid?; Trichoderma reesia (EP 
..?44„?34); Neurosporacrassa(Case etal.-Proc. NatL Ac^d. Sci. USA. ^ 

s\icKas Schwomiomyces (EP 394,538 published 5 1 October 1990); and filamentous such as, 

15 z^ NeurpspprK and Aspergillus hosts 

; such as A : nididons (Ballance et al.. Biochem. Biophv Sl Re s. Common. . 1 12:284-289 [1983]; Tilb.urn et ah, 
Q£n£L,2&2QS-22l r [1983];^elton : et ah. Proc. NatL Acad. Sci. USA f R1 • 1470-1474 [1 984]) ,^nd A. niger (Kelly 
and Hypes ,. EM BO J., 4:475-479 [1985]). Methylotropic yeasts are suitable herein and include, but are not 
limited to, yeast capabte jfrom the jeriera consisting qi Hansmula, Candida t 

20 Kloeckera, Pichia, Sacc^/vrnyces^ Tomlopsis, and./^^to^n</a. A list of specific species that are exemplary 
of this class of yeasts may be fo Anthony, The Biochemistry of Methvlotroohs . 269(1982). 

Suitable host cell s, for the expression of glycosylated . PRO are derived from multicellular organisms. 
Examples of iavertebrate .cells include insect ce S2 and.Spodoptera Sf9, as well as plant 

cells. Examples. pf useful; rnamrr^ include. Chinese, hamster ovary (CHO) and COS cells. 

25 More specific exan^les include, mor^ey kidney C line transformed by SV40 (COS-7, ATCC CRL 1651); 
human embrypnic kidney line, (293_pr 293 cells subcloned for growth jn suspension culture, Graham et al., L 
Gen yirol. v 36:59 (l?7?)); Chinese hamster ovary ,cells/ : DHFR (CHO, Urlaub and Chasin, Proc. NatL Acad. 
^4JSA, : 77;4216 (1980)); mouse Sertoli cells (TM4, Mather, Biol. Reprod. . 23:243-251 (1980)); human lung 
cells (W138, ATCC CCL 75); hurnan liver cells (Hep G2, HB 8065); and mouse mammary tumor (MMT 

30 060562, ATCC CCL51). The selection of the appropriate host cell is deemed . 1 to be within the skill in the art. 



3. Selection a nd Use of a Renlicable Vector 

. . The nucleic acid. (e.g v , cDNA or genomic DNA) encoding PRO may be inserted into a replicable vector 
for cloning (amplification of the DNA) or for expression. Various vectors are publicly available. The vector 
35 may, for example, be in the form of a plasmid, cosmid, viral particle, or phage. The appropriate nucleic acid 
sequence may be inserted into the vector by a variety of procedures. In general, DNA is inserted into an 
appropriate restriction endonuclease site(s) using techniques known in the art. Vector components generally 
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include, but are not limited to, one or more of a signal sequence, an origin of replication, one or more marker 
genes, an enhancer clement, a promoter, and a transcription termination sequence. Construction of suitable 
vectors containing one or more of these components employs standard ligation techniques which are known to 
the skilled artisan. 

The PRO may be produced recombinant^ not only directly, but also as a fusion polypeptide with a 
5 heterologous polypeptide, which may be a signal sequence or other polypeptide having a specific cleavage site 
at the N-terminus of the mature protein or polypeptide. In general, the signal sequence may be a component of 
the vector, or it may be a part of the PRO-encoding DNA that is inserted into the vector. The signal sequence 
may be a prokaryotic signal sequence selected, for example, from the group of the alkaline phosphatase, 
penicillinase, Ipp, or heat-stable enterotoxin II leaders. For yeast secretion the signal sequence may be, e.g., 

10 the yeast invertase leader, alpha factor leader (including Sacchatomyces and Kluyveromyces a-factor leaders, 
the latter described in U.S. Patent No. 5,010,182), or acid phosphatase leader, the C. albicans glucoamylase 
leader (EP 362,179 published 4 April 1990). or the signal described in WO 90/13646 published 15 November 
1990. In mammalian cell expression, mammalian signal sequences may be used to direct secretion of the 
protein, such as signal sequences from secreted polypeptides of the same or related species, as well as viral 

15 secretory leaders. 

Both expression and cloning vectors contain a nucleic acid sequence that enables the vector to replicate 
in one or more selected host cells. Such sequences are well known for a variety of bacteria, yeast, and viruses. 
The origin of replication from the plasmid P BR322 is suitable for most Gram-negative bacteria, the 2 M plasmid 
origin is suitable for yeast, and various viral origins (SV40, polyoma, adenovirus, VSV or BPV) are useful for 
20 cloning vectors in mammalian cells. 

Expression and cloning vectors will typically contain a selection gene, also termed a selectable marker. 
Typical selection genes encode proteins that (a) confer resistance to antibiotics or other toxins, e.g., ampicillin, 
neomycin, methotrexate, or tetracycline, (b) complement auxotrophic deficiencies, or (c) supply critical nutrients 
not available from complex media, e.g., the gene encoding D-alanine racemase for'Bacilli. 
25 An example of suitable selectable markers for mammalian cells are those that enable the identification 

of cells competent to take up the PRO-encoding nucleic acid, such as DHFR or thymidine kinase. An 
appropriate host cell when wild-type DHFR is employed is the CHO cell line deficient in DHFR activity, 
prepared and propagated as described by Urlaub et al. , Proc. Natl Acad. Sci. USA 77:4216 (1 980). A suitable 
selection gene for use in yeast is the.trpl gene present in the yeast plasmid YRp7 [Stinchcomb et al.. Nature . 
30 282:39 (1979); Kingsman et al., Gene, 7:141 (1979); Tschemper et al., Gene, 10:157(1980)]. The trp I gene 
provides a selection marker for a mutant strain of yeast lacking the ability to grow in tryptophan, for example, 
ATCC No. 44076 or PEP4-1 [Jones, Genetics . 85:12 (1977)]. 

Expression and cloning vectors usually contain a promoter operably linked to the PRO-encoding nucleic 
acid sequence to direct mRNA synthesis. Promoters recognized by a variety of potential host cells are well 
35 known. Promoters suitable for use with prokaryotic hosts include the 0-lactamase and lactose promoter systems 
[Chang et al., Nature., 275:615 (1978); Goeddel et al.. Nature , 281:544 (1979)], alkaline phosphatase, a 
tryptophan (trp) promoter system [Goeddel, Nucleic Acids Res. . 8:4057 (1980); EP 36,776], and hybrid 
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promoters such as the tac promoter [deBoer et al., Proc. Natl. Acad. Sci. USA 80:21-25 (1983)]. Promoters 
for use in bacterial systems also will contain a Shine-Dalgarno (S.D.) sequence operably linked to the DNA 
encoding PRO. 

Examples of suitable promoting sequences for use with yeast hosts include the promoters for 3- 
phosphoglycerate kinase [Hitzeman et al.. J. Biol. Chem. . 255:2073 (1980)] or other glycolytic enzymes [Hess 
5 « al., J. Adv. Enzyme Reg., 7:149 (1968); Holland, Biochemistry . 17:4900 (1978)], such as enolase, 
glyceraldehyde-3-phosphate dehydrogenase, hexokinase, pyruvate decarboxylase, phosphofructokinase, glucose- 
6-phosphate isomerase, 3-phosphoglyceratemutase, pyruvate kinase, triosephosphate isomerase, phosphoglucose 
. isomerase, and glucokinase. , 

. Other yeast promoters.,; .which are inducible promoters having the additional advantage of transcription 
; 10 controlled by growth conditions, are the promoter regions for .alcohol dehydrogenase 2, isocytochrome C, acid 
phosphatase, degradative enzymes .associated, with nitrogen metabolism, metallothionein, giyceraIdehyde-3- 
phosphate dehydrogenase, .and enzymes responsible fpr : maltose and galactose utilization., Suitable vectors and 
promoters fqruse in. ye^ 

. -PRO- transcription, from vectors in marjwriaHan hps^ cells is controlled, for_exampie, by promoters 
15 obtained from toe ger^ virus (UK 2,211,504 published 5 July 

1989); adenovirus (such as Adenovirus 2), bovine papilloma virus, avian sarcoma virus, cytomegalovirus, a 
retrovirus, , hepatitis.B virus and Simian Virus 40 (SV4Q), from heterologous mammalian promoters, e.g., the 
actin prompter or an in^unoglobuh^ from. heat-shoxk promoters, provided such promoters are 

compatible with the host cell systems* 
^® / Transcription of ,a : PNA. encoding the PRO by higher eukaryotes may be increased by inserting an 

enhancer sequence into the.vectpr. Enhancers are cis T acting elements of DNA, usually about from 10 to 300 
bp, that act on a promoter, to increase its jtran^cription. Many_ enhancer sequences, are now known from 
mammalian.genes (globin,.elas?ase, albumin,, a-fetoprotein, and insulin). Typically, however, one will use an 
enhancer. from a eukaryotic cell virus. Examples include the SV40 enhancer on the late side of the replication 
25 origin (bp 100-270), the cytomegalovirus early prompter enhancer, the polyoma enhancer on the late side of the 
replication origin, and adenovirus enhancers. The enhancer may be spliced into the vector at a position 5* or 
? to ^ pr O coding sequence, but is preferably located at a site 5' from the promoter. 

Expression vectors used in eukaryotic host cells (yeast, fungi, insect, plant, animal, human, or nucleated 
cells from other multicellular organisms), will also contain sequences necessary for the termination of 
30 transcription and for stabilizing the mRNA. Such sequences are commonly available from the 5' and, 
occasionally J\ untranslated regions of eukaryotic or viral DNAs or cDNAs. These regions contain nucleotide 
segments transcribed as pplyadenylated fragments in the untranslated portion of the mRNA encoding PRO. 

Still other methods, vectors, and host cells suitable for adaptation to the synthesis of PRO in 
recombinant vertebrate cell culture are described in Gething et ah, Nature . 293:620-625 (1981); Mamei et al. , 
35 Nature, 281:40-46(1979); EP 117,060; and EP 117,058. 
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4. Detecting Gene Amplification/Fxpressinn 
Gene amplification and/or expression may be measured in a sample directly, for example, by 
conventional Southern blotting. Northern blotting toquantitate the transcription of mRNA [Thomas, Proc. Natl. 
AC3d - SCL USA - 77 ^2DI-5205 (1980)], dot blotting (DNA analysis), or /„ situ hybridization, using an 
appropriately labeled probe, based on the sequences provided herein. Alternatively, antibodies may be employed 
that can recognize specific duplexes, including DNA duplexes, RNA duplexes, and DNA-RNA hybrid duplexes 
or DNA-protein duplexes. The antibodies in turn may be labeled and the assay may be carried out where the 
duplex is bound to a surface, so that upon the formation of duplex on the surface, the presence of antibody bound 
to the duplex can be detected. 

Gene expression, alternatively, may be measured by immunological methods, such as 
immunohistochemical staining of cells or tissue sections and assay of cell culture or body fluids, to quantitate 
directly the expression of gene product. Antibodies useful for immunohistochemical staining and/or assay of 
sample fluids may be either monoclonal or polyclonal, and may be prepared in any mammal. Conveniently, the 
antibodies may be prepared against a native sequence PRO polypeptide or against a synthet.c peptide based on 
the. DNA sequences provided herein or against exogenous sequence fused to PRO DNA and encoding a specific 
15 antibody epitope. 

5. Purification of Polypeptide 

Forms of PRO may be recovered from culture medium or from host cell lysates. If membrane-bound, 
it can be released from the membrane using a suitable detergent solution (e.g. Triton-X 100) or by enzymatic 
cleavage. Cells employed in expression of PRO can be disrupted by various physical or chemical means, such 
as freeze-thaw cycling, sonication, mechanical disruption, or cell lysing agents. 

It may be desired to purify PRO from recombinant cell proteins or polypeptides. The following 
procedures are exemplary of suitable purification procedures: by fractionation on an ion-exchange column; 
ethanol precipitation; reverse phase HPLC; chromatography on silica or on a cation-exchange resin such as 
DEAE; chromatofocusing; SDS-PAGE; ammonium sulfate precipitation; gel filtration using, for example, 
Sephadex G-75; protein A Sepharose columns to remove contaminants such as IgG; and metal chelating columns 
to bind epitope-tagged forms of the PRO. Various methods of protein purification may be employed and such 
methods are known in the an and described for example in Deutscher, Methods in Fr>7vmnln PV j 8 2 (1990); 
Scopes - Protein Purification: Principles and Practice , Springer- Verlag, New York (1982). The purification 
step(s) selected will depend, for example, on the nature of the production process used and the particular PRO 
produced. 
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E. Uses for PRO 

Nucleotide sequences (or their complement) encoding PRO have various applications in the art of 
molecular biology, including uses as hybridization probes, in chromosome and gene mapping and in the 
generation of anti-sense RNA and DNA. PRO nucleic acid will also be useful for the preparation of PRO 
polypeptides by the recombinant techniques described herein. 
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The full-length native sequence PRO gene, or portions thereof, may be used as hybridization probes 
for a cDNA library to isolate the full-length PRO cDNA or to isolate still other cDNAs (for instance, those 
encoding naturally-occurring variants of PRO or PRO from other species) which have a desired sequence identity 
to the native PRO sequence disclosed herein. Optionally, the length of the probes will be about 20 to about 50 
bases. The hybridization probes may be derived from at least partially novel regions of the full length native 
5 nucleotide sequence wherein those regions may be determined without undue experimentation or from genomic 
sequences including promoters, enhancer elements and introns of. native sequence PRO. By way of example, 
a screening method will comprise isolating the coding region of the PRO gene using the known DNA sequence 
to synthesize a selected probe of about 40 bases. Hybridization probes may be labeled by a variety of labels, 
including radionucleotiqes such as-^P or 35 ^, or erizymatic labels^uch as alkaline phosphatase coupled to the 
10 . . probe via avidin/biotin coupling systems. LabelecLpro^es haying frequence complementary to that of the PRO 
gene of the present invention, cajj.be used to screen libraries of human cDNA, genomic DNA or mRNA to 
determine which members of such libraries the. probe^ybridizes to-. Hybridization techniques are described in 
■ ^ further detail in die Examples below. ^ - ; - 

r Any EST, sequences disclosed in the present application rru^y similarly, be employed as probes, using 

: 15 the methods disclosed herein. . ^ . . ; . , r f .: - . 

• t r 0t h e T useful fragments of the PRO nucleic acids include antiserise or sense oligonucleotides comprising 
a singe-stranded nucleic acid sequence (either RNA or DN A) 7 capable of binding to target PRO mRNA (sense) 
or PRO, DNA (antisense): sequences^ according;*) the present invention, 

comprise a fragment of the coding. region of PRQ DNA. Such a fragrrient ^generally cornprises at least about 1 4 

20 nucleotides, preferably from about 14, to 30 nucleotides. . The ability to derive an antisense or a sense 
oligonucleotide, based upon.a cDNA sequence. encoding agiyen protein is described in, for example, Stein and 
Cohen (Cancer Res. 48:2659, 198?) anqVvan. der Krol etal. (BioTechnioues 6:958^1988). 

. . Binding.of antisense or sense .oligonucleotides to target nuplejc acid sequences results in the fom 
of duplexes that block traroscriptipn or translation of the target sequence by one of several means, including 

25 enhanced degradation of the. duplexes, premature termination of transcription or translation, or by other means. 
. The. antisense oligonucleotides, thus may be used to block expression of PRO proteins. Antisense or sense 
oligonucleotides further comprise oligonucleotides having modified sugar-phosphodiester backbones (or other 
sugar linkages, such as those described in WO 91/06629) and wherein such sugar linkages are resistant to 
endogenous nucleases. Such oligonucleotides with resistant sugar linkages are stable in vivo (i.e., capable of 

30 resisting enzymatic degradation) but retain sequence specificity to be able.to bind to target nucleotide sequences . 

Other examples of sense or antisense oligonucleotides include those oligonucleotides which are 
covalently linked to organic moieties, such as those described in WO 90/10048, and other moieties that increases 
affinity of the oligonucleotide for a target nucleic acid sequence, such as poly-(L-lysine). Further still, 
intercalating agents, such as ellipticine, and alkylating agents or metal complexes may be attached to sense or 

35 antisense oligonucleotides to modify binding specificities of the antisense or sense oligonucleotide for the target 
nucleotide sequence. 
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Antisense or sense oligonucleotides may be introduced into a cell containing the target nucleic acid 
sequence by any gene transfer method, including, for example, CaP0 4 -mediated DNA transfection. 
electroporation, or by using gene transfer vectors such as Epstcin-Barr virus. In a preferred procedure, an 
antisense or sense oligonucleotide is inserted into a suitable retroviral vector. A cell containing the target nucleic 
acid sequence is contacted with the recombinant retroviral vector, either in vivo or ex vivo. Suitable retroviral 
5 vectors include, but are not limited to, those derived from the murine retrovirus M-MuLV, N2 (a retrovirus 
derived from M-MuLV), or the double copy vectors designated DCT5A, DCT5B and DCT5C (see WO 
90/13641). 

Sense or antisense oligonucleotides also may be introduced into a cell containing the target nucleotide 
sequence by formation of a conjugate with a ligand binding molecule, as described in WO 91/04753. Suitable 
10 ligand binding molecules include, but are not limited to, cell surface receptors, growth factors, other cytokines, 
or other ligands that bind to cell surface receptors. Preferably, conjugation of the ligand binding molecule does 
not substantially interfere with the ability of the ligand binding molecule to bind to its corresponding molecule 
or receptor, or block entry of the sense or antisense oligonucleotide or its conjugated version into the cell. 

Alternatively, a sense or an antisense oligonucleotide may be introduced into a cell containing the target 
nucleic acid sequence by formation of an oligonucleotide-lipid complex, as described in WO 90/10448. The 
sense or antisense oligonucleotide-lipid complex is preferably dissociated within the cell by an endogenous lipase. 

Antisense or sense RNA or DNA molecules are generally at least about 5 bases in length, about 10 
bases in length, about 15 bases in length, about 20 bases in length, about 25 bases in length, about 30 bases in 
length, about 35 bases in length, about 40 bases in length, about 45 bases in length, about 50 bases in length, 
about 55 bases in length, about 60 bases in length, about 65 bases in length, about 70 bases in length, about 75 
bases in length, about 80 bases in length, about 85 bases in length, about 90 bases in length, about 95 bases in 
length, about 100 bases in length, or more. 

The probes may also be employed in PCR techniques to generate a pool of sequences for identification 
of closely related PRO coding sequences. 

Nucleotide sequences encoding a PRO can also be used to construct hybridization probes for mapping 
the gene which encodes that PRO and for the genetic analysis of individuals with genetic disorders. The 
nucleotide sequences provided herein may be mapped to a chromosome and specific regions of a chromosome 
using known techniques, such as in situ hybridization, linkage analysis against known chromosomal markers, 
and hybridization screening with libraries. 

When the coding sequences for PRO encode a protein which binds to another protein (example, where 
the PRO is a receptor), the PRO can be used in assays to identify the other proteins or molecules involved in 
the binding interaction. By such methods, inhibitors of the receptor/ligand binding interaction can be identified. 
Proteins involved in such binding interactions can also be used to screen for peptide or small molecule inhibitors 
or agonists of the binding interaction. Also, the receptor PRO can be used to isolate correlative ligand(s). 
Screening assays can be designed to find lead compounds that mimic the biological activity of a native PRO or 
a receptor for PRO. Such screening assays will include assays amenable to high-throughput screening of 
chemical libraries, making them particularly suitable for identifying small molecule drug candidates. Small 
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molecules contemplated include synthetic organic or inorganic compounds. The assays can be performed in a 
variety of formats, including protein-protein binding assays, biochemical screening assays, immunoassays and 
cell based assays, which are well characterized in the art. 

Nucleic acids which encode PRO or irs modified forms can also be used to generate cither transgenic 
animals or "knock out" animals which, in turn, are useful in the development and screening of therapeutically 
5 useful reagents. A transgenic animal (e.g., a mouse or.rat) is an animal having cells that contain a transgene, 
which transgene was introduced into the animal or an ancestor of the animal at a prenatal, e.g. , an embryonic 
stage. A transgene is a DNA which is integrated into the genome of a cell from which a transgenic animal 
develops. In one embodiment, cDN A encoding PRO can be used, to clone genomic DNA encoding PRO in 
accordance with established techniques; and the genomic sequences used to generate transgenic animals that 
10 contain cells which express DNA encoding PRO^ Methods for- generating transgenic animals, particularly 
animals such as mice or rats, have become conventional in the art and are described;: for example, in U. S. Patent 
Nos. 4,736,866 and 4,870,009. Typically, particular cells would be ; targeted for PRO transgene incorporation 
with tissue-specific enhancers. Transgenic animals thatinelude a copy of a ^transgene enccdmg.PRO introduced 
.. . into the germ line of the animal at an embryonic stage can be used to examine the effect of increased expression 
.15 of DNA encoding PRO.; Such, animals, can be used as tester animals for reagents thought to confer protection 
from, for;example t? p,athQlogical;Conditions associated with it$:overexpression. In accordance with this facet of 
the invention, ran animal is, treated with the .reagent and a reduced -incidence of the pathological; condition, 
compared to untreated animals bearing the transgene, would indicate a potential therapeutic intervention for the 
pathological condition^ - -..--u n^ v r :i , • • .. _ . 

Alternatively,. non-human homok>gues of PRO can be used to eoiistruct a PRO "knock out*' animal 
which has a defective or altered gene encoding PRO as a result of homologous recombination between the 
endogenous gene encpding^PRO and altered genomiaDN A encoding, PRO introduced into an embryonic stem 
- cell of the animal. For example; eDNA encoding: PRO can.be used- to clone genomic DNA encoding PRO in 
accordance with established techniques.- A ponion of tlier genomic: DNA encoding PRO can be deleted or 
25 replaced with another gene, such as^ a gene . encoding a : selectable marker which can be used to monitor 
integration. Typically, several, kilobases of uriakered: flanking DNA (both at the 5* and 3' ends) are included 
in the vector [see . e.g frV Thomas- and Gapecehi, Cell, 51:503- (1987) for a description of homologous 
recombination vectors]. The vector is introduced into an embryonic stem cell line (e.g., by elecrroporation) and 
cells in which the introduced DNA has homologously recombined with the endogenous DNA are selected [see 
e.g., Li et al., Cejl, 69:915. (1992)].; The selected cells are then injected into a blastocyst of an animal (e.g. , 
a mouse or rat) to form aggregation chimeras [see e.g., Bradley, in Teratocarcinomas and Embryonic Stem 
Cells: A Practical Approach, E. l. Robertson, ed. (IRL, Oxford, 1987), pp. 113-152]. A chimeric embryo can 
r then be implanted into a suitable pseudopregnant female foster animal and the embryo brought to term to create 
a "knock out" animal. Progeny harboring- the homologously recombined DNA in their germ cells can be 
35 identified by standard techniques and used to breed animals in which all cells of the animal contain the 
homologously recombined DNA.. Knockout animals can be characterized for instance, for their ability to defend 
against certain pathological conditions and for their development of pathological conditions due to absence of 
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the PRO polypeptide. 

Nucleic acid encoding the PRO polypeptides may also be used in gene therapy. In gene therapy 
applications, genes are introduced into cells in order to achieve in vivo synthesis of a therapeutically effective 
genetic product, for example for replacement of a defective gene. "Gene therapy" includes both conventional 
gene therapy where a lasting effect is achieved by a single treatment, and the administration of gene therapeutic 
agents, which involves the one time or repeated administration of a therapeutically effective DNA or mRNA. 
Antisense RNAs and DNAs can be used as therapeutic agents for blocking the expression of certain genes in 
vivo. It has already been shown that short antisense oligonucleotides can be imported into cells where they act 
as inhibitors, despite their low intracellular concentrations caused by their restricted uptake by the cell 
membrane. (Zamecnik et al. , Proc. Natl. Acad. Sci. USA 83:4143-4146 [1986]). The oligonucleotides can be 
modified to enhance their uptake, e.g. by substituting their negatively charged phosphodiester groups by 
uncharged groups. 

There are a variety of techniques available for introducing nucleic acids into viable cells. The 
techniques vary depending upon whether the nucleic acid is transferred into culrured cells in vitro, or in vivoin 
the cells of the intended host. Techniques suitable for the transfer of nucleic acid into mammalian cells in vitro 
include the use of liposomes, electroporation, microinjection, cell fusion, DEAE-dextran, the calcium phosphate 
precipitation method, etc. The currently preferred in vivo gene transfer techniques include transfection with viral 
(typically retroviral) vectors and viral coat protein-liposome mediated transfection (Dzau et al., Trends in 
Biotechnology 11, 205-210 [1993]). In some situations it is desirable to provide the nucleic acid source with 
an agent that targets the target cells, such as an antibody specific for a cell surface membrane protein or the 
target cell, a ligand for a receptor on the target cell, etc. Where liposomes are employed, proteins which bind 
to a cell surface membrane protein associated with endocytosis may be used for targeting and/or to facilitate 
uptake, e.g. capsid proteins or fragments thereof tropic for a particular cell type, antibodies for proteins which 
undergo internalization in cycling, proteins that target intracellular localization and enhance intracellular half-life. 
The technique of receptor-mediated endocytosis is described, for example, by Wu et al., J. Biol. Chem 262, 
25 4429-4432 (1987); and Wagner et al., Proc. Natl. Acad. Sci. USA 87, 3410-3414 (1990). For review of gene 
marking and gene therapy protocols see Anderson et al., Science 256, 808-813 (1992). 

The PRO polypeptides described herein may also be employed as molecular weight markers for protein 
electrophoresis purposes and the isolated nucleic acid sequences may be used for recombinantly expressing those 
markers. 

The nucleic acid molecules encoding the PRO polypeptides or fragments thereof described herein are 
useful for chromosome identification. In this regard, there exists an ongoing need to identify new chromosome 
markers, since relatively few chromosome marking reagents, based upon actual sequence data are presently 
available. Each PRO nucleic acid molecule of the present invention can be used as a chromosome marker. 

The PRO polypeptides and nucleic acid molecules of the present invention may also be used for tissue 
typing, wherein the PRO polypeptides of the present invention may be differentially expressed in one tissue as 
compared to another. PRO nucleic acid molecules will find use for generating probes for PCR, Northern 
analysis. Southern analysis and Western analysis. 
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The PRO polypeptides described herein may also be employed as therapeutic agents. The PRO 
polypeptides of the present invention can be formulated according to known methods to prepare pharmaceutical^ 
useful compositions, whereby the PRO product hereof is combined in admixture with a pharmaceutical^ 
acceptable carrier vehicle. Therapeutic formulations are prepared for storage by mixing the active ingredient 
having the desired degree of purity with optional physiologically acceptable carriers, excipients or stabilizers 
5 (Remington's Pharmaceutical Sciences 16th edition, Osol, A. Ed., (1980)), in the form of lyophilized 
formulations or aqueous solutions. Acceptable carriers, excipients or stabilizers are nontoxic to recipients at the 
dosages.and concentrations employed, and include buffers such as phosphate, citrate and other organic acids; 
antioxidants including ascorbic aci<i; low rnolecular weight (less than about 10 residues) polypeptides; proteins, 
such as serum albumin, gelatin orimmunoglobulins; hydrophilicrx}lymers such as polyvinylpyrrolidone, amino 
10 acids such as glycine, glutamine, asparagine, arginine or lysine; monosaccharides, disaccharides and other 
carbohydratesincluding glu^ps^, manijpse,.pr dextxins^chelating.agents such as EDTA; sugar alcohols such as 
mannitol or sorbitol; salt-foniiing qounterions such as sodium; and/or nonionic surfactants such as T WEEN™, 
^PLURONICS TM orPEG,_^ Jr; . . ; . ^ . ; , , . .. . r< _ r ^.,,..,. [ 

- — : 7*}*, fy™^*fy<PM **?>y^.Q T ^HV^adi^s^appn must^>e sterile^This is readily accomplished by 
15 filtration through sterile filtratipn rne^branes, priar ^to or following lyophjUizationa^ 

Therapeutic compositions herein generally are placed into a container having a sterile access port, for 
example, an intravenous s^lutipn bag or via} having a. stopper pierceable by a hypodermic injection: needle. 
. , The route of ad^^ 

intraperitoneal , mtracerebral , . intramuscuJar», , mtrapcular , , imraarterial- . or = , intxalesional routes , topical 

20 adrninistration, or by sustained release systems. 

Dosages and desired drug concentrations of pharmaceutical compositions of the present invention may. 
vary depending on the particular . use envisioned.. The ( determnation..of.the appropriate dosage or route of 
adrninistratipn is well withijn the skill of an ordinary physician.. . Animal experiments provide reliable guidance 
for the deterrnination of effective doses for human ^erapy.^ Interspecies scaling of effective doses can be 

25 performed following the principles laid down by Mordenti, J . and Chappeli, W. "The use of interspecies scaling 
in toxicokinetics" In Joxicp^inetics and New Drug Development, Yacobi et al., Eds., Pergamon Press, New 
Yor^l989,.pp : 42 r 96. 

When in vivo administration of a PRO polypeptide or. agonist or antagonist thereof is employed, normal 
dosage amounts may vary from about 10 ng/kg to up to 100 mg/kg of mammal body weight or more per day, 

30 preferably about 1 ^g/kg/day to 10 mg/kg/day, depending upon the route of administration. Guidance as to 
particular dosages and methods of delivery is provided in the literature; see, for example, U.S. Pat. Nos. 
4,657,760; 5,206,344; or 5,225,212. It is anticipated that different formulations will be effective for different 
treatment compounds and different disorders, that administration targeting one organ or tissue, for example, may 
necessitate delivery in a manner different from that to another organ or tissue. 

35 Where sustained-release administration of a PRO polypeptide is desired in a formulation with release 

characteristics suitable for the treatment of any disease or disorder requiring administration, of the PRO 
polypeptide, microencapsulation of the PRO polypeptide, is contemplated. Microencapsulation of recombinant 
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proteins for sustained release has been successfully performed with human growth hormone (rhGH), interferon- 
(rhlFN- ). interleukin-2, and MN rgpl20. Johnson et al., Nat. Med. . 2:795-799 (1996); Yasuda, Biomcd. 
Then, 27: 1221-1223 (1993); Horaet al., Bio/Technology, 8:755-758 (1990); Cleland, "Design and Production 
of Single Immunization Vaccines Using Polylactide Polyglycolide Microsphere Systems," in Vaccine Design: 
The Subunit and Adjuvant Approach , Powell and Newman, eds, (Plenum Press: New York, 1995), pp. 439-462; 
5 WO 97/03692, WO 96/40072, WO 96/07399; and U.S. Pat. No. 5,654,010. 

The sustained-release formulations of these proteins were developed using poly-lactic-coglycolic acid 
(PLGA) polymer due to its biocompatibility and wide range of biodegradable properties. The degradation 
products of PLGA, lactic and glycolic acids, can be cleared quickly within the human body. Moreover, the 
degradability of this polymer can be adjusted from months to years depending on its molecular weight and 
10 composition. Lewis, "Controlled release of bioactive agents from lactide/glycolide polymer," in: M. Chasin 
and R. Langer (Eds.), Biodegradable Polymers as Drug Delivery Sv« m . (Marcel Dekker: New York, 1990), 
pp. 1-41. 

This invention encompasses methods of screening compounds to identify those that mimic the PRO 
polypeptide (agonists) or prevent the effect of the PRO polypeptide (antagonists). Screening assays for 
1 5 antagonist drug candidates are designed to identify compounds that bind or complex with the PRO polypeptides 
encoded by the genes identified herein, or otherwise interfere with the interaction of the encoded polypeptides 
with other cellular proteins. Such screening assays will include assays amenable to high-throughput screening 
of chemical libraries, making them particularly suitable for identifying small molecule drug candidates. 

The assays can be performed in a variety of formats, including protein-protein binding assays, 
20 biochemical screening assays, immunoassays, and cel^based assays, which are well characterized in the art. 

All assays for antagonists are common in that they call for contacting the drug candidate with a PRO 
polypeptide encoded by a nucleic acid identified herein under conditions and for a time sufficient to allow these 
two components to interact. 

In binding assays, the interaction is binding and the complex formed can be isolated or detected in the 
25 reaction mixture. In a particular embodiment, the PRO polypeptide encoded by the gene identified herein or the 
drug candidate is immobilized on a solid phase, e.g., on a microliter plate, by covalent or non-covalent 
attachments. Non-covalent attachment generally is accomplished by coating the solid surface with a solution of 
the PRO polypeptide and drying. Alternatively, an immobilized antibody, e.g. , a monoclonal antibody, specific 
for the PRO polypeptide to be immobilized can be used to anchor it to a solid surface. The assay is performed 
30 by adding the non-immobilized component, which may be labeled by a detectable label, to the immobilized 
component, e.g., the coated surface containing the anchored component. When the reaction is complete, the 
non-reacted components are removed, e.g., by washing, and complexes anchored on the solid surface are 
-detected. When the originally non-immobilized component carries a detectable label, the detection of label 
immobilized on the surface indicates that complexing occurred. Where the originally non-immobilized 
component does not carry a label, complexing can be detected, for example, by using a labeled antibody 
specifically binding the immobilized complex. 
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If the candidate compound interacts with but does not bind to a particular PRO polypeptide encoded by 
a gene identified herein, its interaction with that polypeptide can be assayed by methods well known for detecting 
protein-protein interactions. Such assays include traditional approaches, such as, e.g., cross-linking, co- 
immunoprecipitation, and co-purification through gradients or chromatographic columns. In addition, protein- 
protein interactions can be monitored by using a yeast-based genetic system described by Fields and co-workers 
5 (Fields and Song, Nature (London), 340:245-246 (1989); Chien et al. , Proc. Natl: Acad. ScL USA . 88:9578- 
9582 (1991)) as disclosed by Chevray and Nathans; Proc. Nath Acad; Sci; USA : 89: 5789-5793 (1991). Many 
transcriptional activators, such as yeast GAL4, consist of two physically discrete modular domains, one acting 
as the DNA-biridirig domain, the other one functioning as the franscription-activation domain. The yeast 
expression system described in ther foregoing publication^^ a£ m <* H two-hybrid system") 

10 takes advantage of this property, and employs two hybrid proteins, one in which the target protein is fused to 
the DNA-binding domain of GAL4, arid another, ; iri which' c^iaat^ J a£t^diii j^bteiris 1 are s fu^ Vthe 
activation domain. The expression of a GAL i^tocZ reported gene imdercont^ 

depends on reconstimtion of GAL4 activity via ^tem-proteih i interaction. Colonies containing interacting - 
polypeptides are detected with a 'cte^gerri^' :; ^bStrafe rA M""p-g^t&idiise I . v " r v A ;) 'complete kit 
1 5 (MATCHMAKER™) for identify mg protem^prcrteEm 1 ^^ Between two b^Cific ^ptdtents iiSH^ "the twb- 

hybrid technique is aimmerciklly avaUable from Cidntech: this system amlrtsb bS extended to map protein 
domains involved in specific protein mt^uohs as welFas to pih^ a&d^dufes 'm^tkre- crucial' for 

mese*mtefactionsr : ' " ; : Ji: = ■ ■ : -u !v 

Compounds that interfere with me^mteractibn of a v gene einebding a PRO pblypeptide identified herein 

20 and cither intra- or extracellular components can be tested is fol^^ usu&iy a reactiori mixture is prepared 
containing the product of the gene and the intra^ or extracellular compon^ time 
allowing for the interaction arid binding of the two product f b test die ability bf a candidate comiiourid tb 
inhibit binding; the reaction is ran in me abserice 'and 1 in the presence of the test compound. In addition, a 
placebo may be added tcra third reaction mixture, to serve as positive control; the biiidirig (complex formation) 

25 between the test compound and the fatri- or extracellular cbriiporierit present in the mikture is momtored as 
described hereinabove, the formation of a cbriiplex in i the contror re^cTibri(s) but not in the reaction mixture 
containing the test compound indicates that the test compound interferes with the interaction of the test compound 

and its reaction partner.''" . . . . , , 

To assay for antagonists, the PRO polypeptide may be added to a cell along with the compound to be 

30 screened for a particular activity and the ability of the compound to inhibit the activity of interest in the presence 
of the PRO polypeptide indicates that the compburid is an antagonist to the PRO polypeptide. Alternatively, 
antagonists may be detected by combining the PRO polypeptide and a potential antagonist with membrane-bound 
PRO polypeptide receptors or recombinant receptors under appropriate conditions for a competitive inhibition 
assay . The PRO polypeptide can be labeled , such as by radioactivity , such that the hurnber of PRO polypeptide 

35 molecules bound to the receptor can be used to determine the effectiveness of the potential antagonist. The gene 
encoding the receptor can be identified by numerous methods known to those of skill in the art, for example, 
ligand panning and FACS sorting. Coligan et ai:, Current Protocols rn Immun. . 1(2): Chapter 5 (1991). 
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Preferably, expression cloning is employed wherein polyadenylated RNA is prepared from a cell responsive to 
the PRO polypeptide and a cDNA library created from this RNA is divided into pools and used to transfect COS 
cells or other cells that are not responsive to the PRO polypeptide. Trans fected cells that are grown on glass 
slides are exposed to labeled PRO polypeptide. The PRO polypeptide can be labeled by a variety of means 
including iodination or inclusion of a recognition site for a site-specific protein kinase. Following fixation and 
5 incubation, the slides are subjected to autoradiographic analysis. Positive pools are identified and sub-pools are 
prepared and re-transfected using an interactive sub-pooling and re-screening process, eventually yielding a 
single clone that encodes the putative receptor. 

As an alternative approach for receptor identification, labeled PRO polypeptide can be photoaffmity- 
linked with cell membrane or extract preparations that express the- receptor molecule. Cross-linked material is 

10 resolved by PAGE and exposed to X-ray film. The labeled complex containing the receptor can be excised, 
resolved into peptide fragments, and subjected to protein micro-sequencing. The amino acid sequence obtained 
from micro- sequencing would be used to design a set of degenerate oligonucleotide probes to screen a cDNA 
library to identify the gene encoding the putative receptor. 

In another assay for antagonists, mammalian cells or a membrane preparation expressing the receptor 

15 would be incubated with labeled PRO polypeptide in the presence of the candidate compound. The ability of 
the compound to enhance or block this interaction could then be measured. 

More specific examples of potential antagonists include an oligonucleotide that binds to the fusions of 
immunoglobulin with PRO polypeptide, and, in particular, antibodies including, without limitation, poly- and 
monoclonal antibodies and antibody fragments, single-chain antibodies, anti-idiotypic antibodies, and chimeric 

20 or humanized versions of such antibodies or fragments, as well as human antibodies and antibody fragments. 
Alternatively, a potential antagonist may be a closely related protein, for example, a.mutated form of the PRO 
polypeptide that recognizes the receptor but imparts no effect, thereby competitively inhibiting the action of the 
PRO polypeptide. *; 

Another potential PRO polypeptide antagonist is an antisense RNA or DNA construct prepared using 

25 antisense technology, where, e.g. , an antisense RNA or DNA molecule acts to block directly the translation of 
mRN A by hybridizing to targeted mRNA and preventing protein translation. Antisense technology can be used 
to control gene expression through triple-helix formation or antisense DNA or RNA, both of which methods are 
based on binding of a poly nucleotide to DNA or RNA. For example, the 5' coding portion of the polynucleotide 
sequence, which encodes the mature PRO polypeptides herein, is used to design an antisense RNA 

30 oligonucleotide of from about 10 to 40 base pairs in length. A DNA oligonucleotide is designed to be 
complementary to a region of the gene involved in transcription (triple helix - see Lee et al., Nucl. Acids Res. . 
6:3073 (1979); Cooney et ah, Science . 241: 456 (1988); Dervan et al., Science . 251:1360 (1991)), thereby 
preventing transcription and the production of the PRO polypeptide. The antisense RNA oligonucleotide 
hybridizes to the mRNA in vivo and blocks translation of the mRNA molecule into the PRO polypeptide 

35 (antisense - Okano, Neurochem. . 56:560 (1991); Oligodeoxvnucleotides as Antisense Inhibitors of Gene 
Expression (CRC Press: Boca Raton, FL, 1988). The oligonucleotides described above can also be delivered 
to cells such that the antisense RNA or DNA may be expressed in vivo to inhibit production of the PRO 
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polypeptide. When antisense DNA is used, oligodeoxyribonucleotides derived from the translation-initiation site, 
e.g., between about -10 and +10 positions of the target gene nucleotide sequence, are preferred. 

Potential antagonists include small molecules that bind to the active site, the receptor binding site, or 
growth factor or other relevant binding site of the PRO polypeptide, thereby blocking the normal biological 
activity of the PRO polypeptide. Examples of small molecules include, but are not limited to, small peptides 
5 or peptide-like molecules, preferably soluble peptides, and synthetic nbn-peptidyl organic or inorganic 
compounds; . >. 

Ribozymes are enzymatic RNA molecules capable of catalyzing the specific cleavage of RNA. 
Ribozymes act by sequence-specific hybridization to the complementary target RNA, followed by 
endonucleolytic cleavage. Specific ribozyme cleavage -sites within a potential RNA target can be identified by 
10 known techniques: For farther 4:469-471 (1994), and PCT publication 

No. WO 97/33551 (pubnshe4 Septm5^r-l^, 1997); ; - ' 

Nutf&e*cidmblecti^ single-stranded 
and composed of deo^ueleotides 1 .- The base composition of these oligonucleotides is designed such that it 
promotes t^ via HrogSeen base-pa generally require sizeable stretches of 

15 purines br pyrirnidiries: on onestrahd of a duplex, for ^rteer details see, e.gviPCT piiblication No. WO 

Tlies^ imiall rr^ rhbre; 6f the screening assays discussed 

hereinabove ^d/or by any 6^ 

PR0213 polyp^tides arld portion^ regulate the growth induction 

20 cascade and/bf the 0 blood coagWation iiascade ^ riiay also be employed fo both in wW therapy and 

in: vitro, those of ordinary skill in the art wiir Well know how to employ PR02 1 3 polypeptides for such uses . 

PR0274 polypeptides arid portions -thereof which have homblbgy to 7TM protein and Fn54 may also 
be useful for in viva therapeutic purposes; as^ weii as for various other applications. The identification of novel 
7TM proteiii and Fn54^rike c mo^ a ritimber of human disorders which involve 

25 recognition of ligahds andtfce subsequent signal transduction of inforrnatiori contained within those ligahds in 
order to control cellular processes. Thus, the identifibation of new 7TM protein and Fn54-like molecules is of 
special importance in that stich proteins riiay serve as potential therapeutics for a variety of different human 
disorders. Such polypeptides may also play important roles in biotechnological and medical research as well as 
in various industrial applications: Asa result; there is particular scientific and medical interest in new molecules, 
30 such as PR0274. - "'• • — - • " - - - 

PRO300 polypeptides and portions thereof which have homology to Diff 33 may also be useful for in 
vivo therapeutic purposes, as ; well as for various other applications. The identification of novel Diff 33-Iike 
molecules may have relevance to a number of human disorders such as the physiology of cancer. Thus, the 
identification of new Diff 33-Iike molecules is of special importance in that such proteins may serve as potential 
35 therapeutics for a variety of different human disorders. Such polypeptides may also play important roles in 
biotechnological and medical research as well as various industrial applications. As a result, there is particular 
scientific and medical interest in new molecules, such as PRO300. 
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PR0296 polypeptides of the present invention which possess biological activity related to that of the 
sarcoma-amplified SAS protein may be employed both in vivo for therapeutic purposes and in vitro. Those of 
ordinary skill in the art will well know how to employ the PR0296 polypeptides of the present invention for such 
purposes. 

PR0329 polypeptides of the present invention which possess biological activity related to that of 
5 immunoglobulin F c receptor protein or subunit thereof may be employed both in vivo for therapeutic purposes 
and in vitro. Those of ordinary skill in the art will well know how to employ the PR0329 polypeptides of the 
present invention for such purposes. 

PR0362 polypeptides of the present invention which possess biological activity related to that of the 
A33 antigen protein, HCAR protein or the NrCAM related cell adhesion molecule may be employed both in vivo 
10 for therapeutic purposes and in vitro. 

PR0363 polypeptides of the present invention which possess biological activity related to that of the 
cell surface HCAR protein may be employed both in vivo for therapeutic purposes and in vitro. Those of 
ordinary skill in the art will well know how to employ the PR0363 polypeptides of the present invention for such 
purposes. Specifically, extracellular domains derived from the PR0363 polypeptides may be employed 
15 therapeutically in vivo for lessening the effects of viral infection. 

PRO868 polypeptides of the present invention which possess biological activity related to that of the 
tumor necrosis factor protein may be employed both in vivo for therapeutic purposes and in vitro. Those of 
ordinary skill in the art will well know how to employ the PR0868 polypeptides of the present invention for such 
purposes. 

20 PR0382 polypeptides of the present invention which possess biological activity related to that of the 

serine protease proteins may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary 
skill in the an will well know how to employ the PR0382 polypeptides of the present invention for such 
purposes. 

PR0545 polypeptides and portions thereof Which have homology to meltrin may also be useful for in 
vivo therapeutic purposes, as well as for various other applications. The identification of novel molecules 
associated with cellular adhesion may be relevant to a number of human disorders. Given that the meltrin 
proteins may play an important role in a number of disease processes, the identification of new meltrin proteins 
and meltrin-like molecules is of special importance in that such proteins may serve as potential therapeutics for 
a variety of different human disorders. Such polypeptides may also play important roles in biotechnological and 
30 medical research, as well as various industrial applications. As a result, there is particular scientific and medical 
interest in new molecules, such as PR0545. 

PR0617 polypeptides of the present invention which possess biological activity related to that of the 
CD24 protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the art will well know how to employ the PR0617 polypeptides of the present invention for such purposes. 

PRO700 polypeptides and portions thereof which have homology to protein disulfide isomerase may 
also be useful for in vivo therapeutic purposes, as well as for various other applications. The identification of 
novel protein disulfide isomerases and related molecules may be relevant to a number of human disorders. Given 
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that formation of disulfide bonds and protein folding play important roles in a number of biological processes, 
the identification of new protein disulfide isomerases and protein disulfide isomerase-like molecules is of special 
importance in that such proteins may serve as potential therapeutics for a variety of different human disorders. 
Such polypeptides may also play important roles in biotechnologica] and medical research, as well as various 
industrial applications. As a result, there is particular scientific and medical interest in new molecules, such as 
5 PRO700. 

PRO702 polypeptides of the present invention which possess biological activity related to that of the 
conglutinin protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PRO702 polypeptides of the present invention for such purposes. 
PRO702 polypeptides,hav^ 
10 activity by influenza viruses and/or function as--inim^ogl6b^ defense molecules as a result of 

a complement-mediated mechanism^ : "T or ■ - -v— • d. 

PRO703 polypeptides of me present mvehtidh which ^ l^se^ bibl6grcai;activity related to that of the 
VLCAS protein may be employed both in vivo for therapeutr^ 

the art will well know how to employ the PRO70* polypeptides of ttfe present invention for such purposes. 
15 PRO703 polypeptides and ^iston*^ in 

vivo therapeutic purposes, as well as for various other Applications. The identification of novel VLCAS proteins 
and related molecules may be relevant to a rium^^^ 

proteins and VLGAS protein-like i moleeufcs is "of special irhport^nc^'ih'tft&f su^ch proteins hlfiy lerve as potential 
therape^ S ueh poFyf^ides^^^^ 

20 biotechriologieal arid me4i(^ research as welF^ various mdustria! applications. As ; a result, there is particular 
scientific arid medical interest in new mole^ules^, such as TO 

PRO705 polypeptides of the present invention which possess biblogicaFactfVity related to that of the 
K-glypican protein may be employed both in vivo for trterapemicpurpos^s and m wrwJ Those of ordinary skill 
in the art will well know how to employ the PRO705 polypeptides of the present Invehlmh for such purposes. 

25 PRO708 polypeptides of the present invention which pbssess-Diological activity related to that of the 

aryl sulfatase proteins may be employed both in vivo for therapeutic purposes "aiid^'id^y 'Those'of ordimry 
skill in the art 7 will' well know how to employ the PRO708 pol^eptides ''of the present invention for such 
purposes. 

PRO320 polypeptides of the present invention which possess bioldgicar iactiviry related to that of the 
30 fibulin protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the art will well know how to employ the PRO320 polypeptides of the present invention for such purposes. 

PRO320 polypeptides arid portions thereof which have homology to Abulia may also be useful for in 
vivo therapeutic purposes, as well as for various other applications; The identification of novel fibulin proteins 
and related molecules may be relevant to a number of human disorders such as cancer or those involving 
35 connective tissue, attachment molecules and related mechanisms: Thus; the identification of new fibulin proteins 
and fibulin protein-like molecules is of special importance in that such proteins may serve as potential 
therapeutics for a variety of different human disorders; Sueh polypeptides may also play important roles in 
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biotechnological and medical research as well as various industrial applications. As a result, there is particular 
scientific and medical interest in new molecules, such as PRO320. 

PR0324 polypeptides of the present invention which possess biological activity related to that of 
oxidoreductases may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the art will well know how to employ the PR0324 polypeptides of the present invention for such purposes. 
5 PR035 1 polypeptides of the present invention which possess biological activity related to that of the 

prostasin protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PR0351 polypeptides of the present invention for such purposes. 

PR0351 polypeptides and portions thereof which have homology to prostasin may also be useful for 
in vivo therapeutic purposes, as well as for various other applications. The identification of novelprostasin 
10 proteins and related molecules may be relevant to a number of human disorders. Thus, the identification of new 
prostasin proteins and prostasin -like molecules is of special importance in that such proteins may serve as 
potential therapeutics for a variety of different human disorders. Such polypeptides may also play important 
roles in biotechnological and medical research as well as various industrial applications. As a result, there is 
particular scientific and medical interest in new molecules, such as PR0351. 
15 PR0352 polypeptides of the present invention which possess biological activity related to that of the 

butyrophilin protein may be employed both invivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PR0352 polypeptides of the present invention for such purposes. 

PR0381 polypeptides of the present invention which possess biological activity related to that of one 
or more of the FKPB immunophilin proteins may be employed both in vivo for therapeutic purposes and in vitro, 
20 for example for enhancing immunosuppressant activity and/or for axonal regeneration. Those of ordinary skill 
in the art will well know how to employ the PR0381 polypeptides of the present invention for such purposes. 

PR0386 polypeptides of the present invention which possess biological activity related to that of the 
beta-2 subunit of a sodium channel expressed in mammalian cells may be employed both in vivo for therapeutic 
purposes and in vitro. Those of ordinary skill in the art will well know how to employ the PR0386 polypeptides 
25 of the present invention for such purposes. 

PRO540 polypeptides of the present invention which possess biological activity related to that of the 
LCAT protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the art will well know how io employ the PRO540 polypeptides of the present invention for such purposes. 

PR0615 polypeptides of the present invention which possess biological activity related to that of the 
30 synaptogyrin protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PR0615 polypeptides of the present invention for such purposes. 

PR0615 polypeptides and portions thereof which have homology to synaptogyrin may also be useful 
for in vivo therapeutic purposes, as well as for various other applications. The identification of novel 
synaptogyrin proteins and related molecules may be relevant to a number of human disorders. Thus, the 
35 identification of new synaptogyrin proteins and synaptogyrin-like molecules is of special importance in that such 
proteins may serve as potential therapeutics for a variety of different human disorders. Such polypeptides may 
also play important roles in biotechnological and medical research as well as various industrial applications. As 
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a result, there is particular scientific and medical interest in new molecules, such as PR0615. 

PRO6I8 polypeptides of the present invention which possess biological activity related to that of an 
enteropeptidase may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the an will well know how to employ the PRO6I8 polypeptides of the present invention for such purposes. 

PR0618 polypeptides and portions thereof which have homology to enteropeptidase may also be useful 
for in vivo therapeutic purposes, as well as for various, other applications. The identification of novel 
enteropeptidase proteins and related molecules may-be relevant to a number of human disorders. Thus, the 
identification of new enteropeptidase proteins and enteropeptidase-like molecules is of special importance in that 
such proteins may .serye . as potential therapeutics for a variety of different human disorders. Such polypeptides 
may also play imppr^nt ii^ b iotqclmolog^Qai and .medical research as well as various industrial applications. 
As a result, there is.p^t|Qular rciejrifip, ^d rjieaacal mterest mnew molecules,. such. as PRO6I8. 

^*? 7 *9 P? 1 *^ P9$ se _^ biological .activity, related to that of the 

lipoprotein lipase H protein r ^ay.^e employed both in yivp t for therapeutic purposes and in vitro. Those of 
qrdiriary skill 1 in the art wilLwell kno^ ftow to employ the ?RQ7 1? polypeptides of the present invention for such 

h V5^.;^P.^-^? ceptor P rotein employed both in vivo for therapeutic purposes and in vitro. Those of 

ordinary skill in jhe art will„well know ^ hpw.to employ the PR0724 polypeptides of the present invention for such 

purposes. _ , r . ..,.,„....._,„, - : , . w . r . _ „ 

. „. rr , ^^PTT^i^ypgRtJI^es o f the present inyention which possess biological. activity related to that of the 
human A4 prp^eiAm^y ^ tterapeutic. purposes and i/i vitro. Those of ordinary skill 

in the art will well know how to employ, the. PJ10772 polypeptides. of the present invention for such purposes. 

- PR0852poly^pt^espf the pre^nt invention wMch^ 
protease protein may t>e^m^ purposes .and in : vitro.. . Those of ordinary skill 

in the art will well know how to en^lpy the r PROS52 polypeptides of the- present invention for such purposes. 

PRQ853 polypeptides of the present, invention wrych possess biological, activity related to that of the 
reductase protein may be employed bothin yiyp for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well knowjiow to employ the PR0853 polypeptides of the present invention for such purposes. 

„ PR0853 polypeptides and portions thereof which have homology to reductase proteins may also be 
useful for in vivo therapeutic purposes, as well as for various other applications, Given that oxygen free radicals 
and antioxidants appear tp play important rples : in . a number of disease processes, the identification of new 
reductase proteins and reductase-like molecules, is of special importance in that such proteins may serve as 
potential therapeutics for a variety of different human disorders. Such polypeptides may also play important 
roles in biotechnologies^ and medical resean^^ well a$ various industrial applications. As a result, there is 
particular scientific and medical interest in new molecules, such as PR0853. 

PRO860 polypeptides of the present invention which possess biolpgical activity related to that of the 
neurofascin protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PRO860 polypeptides of the present invention for such purposes. 
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PRO860 polypeptides and portions thereof which have homology to neurofascin may also be useful for 
in vivo therapeutic purposes, as well as for various other applications. The identification of novel neurofascin 
proteins and related molecules may be relevant to a number of human disorders which involve cellular adhesion. 
Thus, the identification of new neurofascin proteins and neurofascin protein-like molecules is of special 
importance in that such proteins may serve as potential therapeutics for a variety of different human disorders. 
Such polypeptides may also play important roles in biotechnological and medical research as well as various 
industrial applications. As a result, there is particular scientific and medical interest in new molecules, such as 
PRO860. 

PR0846 polypeptides of the present invention which possess biological activity related to that of the 
CMRF35 protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PR0846 polypeptides of the present invention for such purposes. 

PR0846 polypeptides and portions thereof which have homology to the CMRF35 protein may also be 
useful for in vivo therapeutic purposes, as well as for various other applications. The identification of novel 
CMRF35 protein and related molecules may be relevant to a number of human disorders. Thus, the 
identification of new CMRF35 protein and CMRF35 protein-like molecules is of special importance in that such 
proteins may serve as potential therapeutics for a variety of different human disorders. Such polypeptides may 
also play important roles in biotechnological and medical research as well as various industrial applications. As 
a result, there is particular scientific and medical interest in new molecules, such as PRQ846. 

PROS62 polypeptides of the present invention which possess biological activity related to that of the 
lysozyme protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PR0862 polypeptides of the present invention for such purposes. 

PROS62 polypeptides and portions thereof which have homology to the lysozyme protein may also be 
useful for in vivo therapeutic purposes, as well as for various other applications. The identification of novel 
lysozyme proteins and related molecules may be relevant to a number of human disorders. Thus, the 
identification of new lysozymes and lysozyme-like molecules is of special importance in that such proteins may 
serve as potential therapeutics for a variety of different human disorders. Such polypeptides may also play 
important roles in biotechnological and medical research as well as various industrial applications. As a result, 
there is particular scientific and medical interest in new molecules, such as PR0862. 

PR0864 polypeptides of the present invention which possess biological activity related to that of the 
Wnt-4 protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the art will well know how to employ the PR0864 polypeptides of the present invention for such purposes. 

PR0864 polypeptides and portions thereof which have homology to the Wnt-4 protein may also be 
useful for in vivo therapeutic purposes, as well as for various other applications. The identification of novel 
Wnt-4 proteins and related molecules may be relevant to a number of human disorders. Thus, the identification 
of new Wnt-4 protein and Wnt-4 protein-like molecules is of special importance in that such proteins may serve 
as potential therapeutics for a variety of different human disorders. Such polypeptides may also play important 
roles in biotechnological and medical research as well as various industrial applications. As a result, there is 
particular scientific and medical interest in new molecules, such as PR0864. 



208 



BNSDOCID: <WO 0053756A2_t_ 



WO 00/53756 



PCT/US00/04341 



PR0792 polypeptides of the present invention which possess biological activity related to that of the 
CD23 protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the art will well know how to employ the PR0792 polypeptides of the present invention for such purposes. 

PRO866 polypeptides of the present invention which possess biological activity related to that of mindin 
and/or spondin protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary 
5 skill in the art will well know how to employ the PRO866 polypeptides of the present invention for such 
purposes. ■ _ ■. 

PR0871 polypeptides of the present invention which possess biological activity related to that of the 
cyclophilin protein family may be employed both in vivo for therapeutic purposes and in vitro: Those of ordinary 
skill in the art will well know hbw to employ the PI^87t- polypeptides of the present invention for such 
10 purposes. - ^ ; , \ ^ ; 

PR0873 polypeptides of the present invention which possess biologieal activity related to that of 
cafboxylesterases may be employed both in vivo for therapeutic purposes and in vitro. For example, they be 
used in conjiirtctibfi with prodrugs to convert the prodrug to its active form (s£e Danks ei aL, supra). -They may 
be used to inhibit parasite infection (see van Pelt et al. t supra): Methods Tor employ the PR0873 polypeptides 
15 of thie present invention for these, aiitf other purrxis&TrillbS readily apparent to those of ordinary skill in the 

PRO940 polypeptides bf the present invention which possess biblbgteal activity related to that of the 
CD33 protein and/dr (SB binding protein-2 may be employed both in vivo for therapeutic purposes and- in vitro. 
Those of ordinary skill" in the art will well knbW how to employ ther PRO940 polypeptides of the present 
20 invention for such purposes. - c ^; , ; -: ,_ : u ; — 

PR094 i polypeptides of the present invention which possess biological activity related to that of a 
cadherin protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the aft will well know hbw to emptoy the PR0941 polypeptides -of the present invention for such purposes. 

PR0944 polypeptides of the present invention which possess biological activity related to that of the 
25 CPE-R protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the art will well know how to employ the PR0944 polypeptides of the present invention for such purposes. 
PR0944 polypeptides of the present invention that function to bind to Clostridium perfringens enterotoxin (CPE) 
may find use for effectively treating infection by tJie CPE endotoxin. 

PR0983 polypeptides of the present invention which possess biological activity related to that of the 
30 vesicle-associated membrane protein, VAP-33, may be employed both in vivo for therapeutic purposes and in 
vitro. Those of ordinary skill in the art will well know how to employ the PR0983 polypeptides of the present 
invention for such purposes. 

PRO1057 polypeptides of the "present invention which possess biological activity related to that of 
protease proteins may be employed both in vivo for therapeutic purposes and in vitro: Those of ordinary skill 
35 in the art will well know how to employ the PRO1057 polypeptides of the present invention for such purposes. 

PRO1071 polypeptides of the present invention which possess biological activity related to that of the 
thrombospondin protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary 
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skill in the art will well know how to employ the PRO1071 polypeptides of the present invention for such 
purposes. 

PRO1072 polypeptides of the present invention which possess biological activity related to that of 
reductase proteins may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PRO1072 polypeptides of the present invention for such purposes. 
5 PRO1075 polypeptides of the present invention which possess biological activity related to that of 

protein disulfide isomerase may be employed both in vivo for therapeutic purposes and in vitro. Those of 
ordinary skill in the art will well know how to employ the PRO1075 polypeptides of the present invention for 
such purposes. 

PR0181 polypeptides of the present invention which possess biological activity related to. that of the 
10 comichon protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PR0181 polypeptides of the present invention for such purposes. 

PR0827 polypeptides of the present invention which possess biological activity related to that of various 
integrin proteins may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PR0827 polypeptides of the present invention for such purposes. 
15 PROl 1 14 polypeptides of the present invention which possess biological activity related to that of the 

cytokine receptor family of proteins may be employed both in vivo for therapeutic purposes and in vitro. Those 
of ordinary skill in the art will well know how to employ the PROl 1 14 polypeptides of the present invention for 
such purposes. 

In addition to the above, the PROl 114 interferon receptor polypeptides may be employed in 
20 applications, both in vivo and in vitro, where the ability to bind to an interferon ligand is desired. Such 
applications will be well within the skill level in the art. 

PR0237 polypeptides of the present invention which possess biological activity related to that of the 
carbonic anhydrase protein may be employed both in vivo for therapeutic purposes and in vitro. Those of 
ordinary skill in the an will well know how to employ the PR0237 polypeptides of the present invention for such 
25 purposes. 

PR0541 polypeptides of the present invention which possess biological activity related to that of a 
trypsin inhibitor protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary 
skill in the art will well know how to employ the PR0541 polypeptides of the present invention for such 
purposes. 

30 PR0273 polypeptides can be used in assays that other chemokines would be used in to perform 

comparative assays. The results can be used accordingly. 

PRO701 polypeptides of the present invention which possess biological activity related to that of the 

neuroligin family may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 

in the art will well know how to empioy the PRO701 polypeptides of the present invention for such purposes. 
35 PRO701 can be used in assays with neurons and its activity thereon can be compared with that of 

neuroligins 1, 2 and 3. The results can be applied accordingly. 
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PRO704 polypeptides of the present invention which possess biological activity related to that of 
vesicular integral membrane proteins may be employed both in vivo for therapeutic purposes and in vitro. Those 
of ordinary skill in the an will well know how to employ the PRO704 polypeptides of the present invention for 
such purposes. 

PRO704 can be used in assays with the polypeptides to which they have identity with to determine the 
5 relative activities. The results can be applied accordingly. . PRO704 can be tagged or measured for activity to 
measure endocytosis activity and thereby used to, screen for agents ; wluch.effect endocytosis. ■ : 

PRO706 polypeptides of the present invention which possess biological activity related to that of the 
endogenous prostatic acid phosphatase precursor may be employed both in vivo for therapeutic purposes and in 
vitro. Those of ordinary skill in the art will well too who w to employ thePRO706 polypeptides of the present 
10 invention for s^icb purposes. . r .,, -p ; , . r . • o, . ~ - 

PRO706 cart be us^ in^ a acid 
phosphatase and its actiyiry thereon caii te, compared with that of human prostatic acid phosphatase or human 
lysosomal acid phosphatase* The : results can be applied accordingly . c^-. iiac u ,i -» : ; ! : ;C i >r 

15 cadherjns may be employed both in vivo fo? therapeutic purposes and "Wftt^:^ in the art 

wm well know how to employ tbe PR07p 

PRO707 can.be .used, in assays ta determ^Jt^ 
cadherin FIB3. . The results can, be applied accordingly^ r ^ ^ ^ - - : : - • a . 

PR0322 polypeptides of die present inyentipa. which possess, -biological activity related to that of 
20 neuropsin may be employed both in r yivolox -toexapeutic purposes and in vitro. Those of ordinary skill in the 
art will well know how to employ,^, PRQ3^|»lyp^tia>s of tl^presenvinvention for such; purposes. 

PR0322 can be used in assays ^determine- il& actiyir^rr^tiye to serine 
protease and neurosin, and the results applied accordingly^:. ^ ,;if.::r-v- . ... ; - , 

PR0526 polypeptides of the present invention which possess biological activity related to that of protein- 
25 protein binding proteii^smay be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary 
skill in the art will well know, how. u> employ., the PR052&polypeppdes of the present invention for such 

purposes. ......... . t ,. . i;: r .;. 

Assays can be performed with gtowthrfactors and other proteins which are known to form complexes 
to determine whether PR0526 binds thereto and whether there is increased half-life due to such binding . The 

30 results can be used accordingly. ^., i ., <t .., .. ..... 

PRQ531 polypeptides of the present invention which possess biological, activity related to that of the 
protocadherins may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the an will well know how to einplpy the PROS31 polypeptides of the present invention for such purposes. 

PR0531 can be used in assays against protocadherin 3 and. other protocadherins, to determine their 
35 : relative activities. The results can be applied accordingly. f - r : 

PR0534 polypeptides of the present invention which possess biological activity related to that of the 
protein disulfide isomerase may be employed both in vivo for therapeutic purposes and in vitro. Those of 
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ordinary skill in the art will well know how to employ the PR0534 polypeptides of the present invention for such 
purposes. 

PR0534 can be used in assays with protein disulfide isomerase to determine the relative activities. The 
results can be applied accordingly. 

PR0697 polypeptides of the present invention which possess biological activity related to that of the 
5 sFRP family may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in the 
art will well know how to employ the PR0697 polypeptides of the present invention for such purposes. 

PR0697 can be used in assays with sFRPs and SARPs to determine the relative activities. The results 
can be applied accordingly. 

PR0731 polypeptides of the present invention which possess biological activity related to that of any 
10 protocadherin may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the art will well know how to employ the PR0731 polypeptides of the present invention for such purposes. 

PR0731 can be used in assays with the polypeptides to which they have identity with to determine the 
relative activities. The results can be applied accordingly. 

PR0768 polypeptides of the present invention which possess biological activity related to that of 
15 integrins may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in the art 
will well know how to employ the PR0768 polypeptides of the present invention for such purposes. 

PR0768 can be used in assays with the polypeptides to which they have identity with to determine the 
relative activities. The results can be applied accordingly. 

PR0771 polypeptides of the present invention which possess biological activity related to that of the 
20 testican protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the art will well know how to employ the PR0771 polypeptides of the present invention for such purposes. 

PR0771 can be used in assays with the polypeptides to which they have identity with to determine the 
relative activities. The results can be applied accordingly. 

PR0733 polypeptides of the present invention which possess biological activity related to that of the 
25 proteins which bind the T1/ST2 receptor may be employed both in vivo for therapeutic purposes and in vitro. 
Those of ordinary skill in the art will well know how to employ the PR0733 polypeptides of the present 
invention for such purposes. 

PR0733 can be used in assays with the polypeptides to which they have identity with to determine the 
relative activities. The results can be applied accordingly. 
30 PRO 162 polypeptides of the present invention which possess biological activity related to that of the 

pancreatitis-associated protein may be employed both in vivo for therapeutic purposes and in vitro. Those of 
ordinary skill in the art will well know how to employ the PRO 162 polypeptides of the present invention for such 
purposes. . . ■ 

PRO 162 can be used in assays with the polypeptides to which they have identity with to determine the 
35 relative activities. The results can be applied accordingly. 

PR0788 polypeptides of the present invention which possess biological activity related to that of the 
antineoplastic urinary protein may be employed both in vivo for therapeutic purposes and in vitro. Those of 
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ordinary skill in the art will well know how to employ the PR0788 polypeptides of the present invention for such 
purposes. 

PR0788 can be used in assays with the polypeptides to which they have identity with to determine the 
relative activities. The results can be applied accordingly. 

PRO1008 polypeptides of the present invention which possess biological activity related to that of dkk-1 
5 may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in the art will well 
know how to employ the PRO1008 polypeptides of the present invention for such purposes. 

- PRO1008 can be used in assays with the polypeptides to which they have identity with to determine the 

relative activities. The results. cart be applied accordingly . 

- PROlOllporypeptidesof the present invention which possess biological activity* related to that of the 
10- protein disulfide isomerase may be employed both in viva and wLv/rra purposes.: Those of ordinary skill in the 
art wiiLweUiknaw^ the present invention for such purposes, 

PRO1012 can be used in assays with the polypeptides to which they have identity with to determine the 
relative activities; The results: cm be applied ■ - 

„ : ..-u .'PROlOl^ polyT^ptides af thet present invention which: possess biological activity related to that of 
\& reductase may reemployed rxjth ira w vo for ih vitro* Those of ordinary skill in the art 

will well know how to empioythe PROl 01 4; polypeptides of the present invention for such purposes. 

PRO 1014 can bfe used in assay s with the polypeptides to: which they have identity with to determine the 
relative activities. Inhibitors; of PRG1Q14 are particularly preferred.- The results can be applied accordingly. 
: vv. PRO1013 polypeptides of the; present invention: which possess biological activity related to that of 
20 ; sulfotransferase may be employed both in v/vo for therapeutic purposes and m vitrov Those of ordinary skill in 
the arrwill well know how to employ the PRO1017 polypeptides of the present invention for such purposes. 
PRO1017 can be used in assays with the polypeptides to which they have identity with to determine the 

relative activities^ The! results canibe applied accordingly. 

v PR0474 polypeptides ori the; present invention wrrichr possess biological activity related to that of 
25 dehydrogenase: may be employed both in vivo for therapeutic purposes arid in vitro. Those of ordinary skill in 
the art will well know how to employ the PR0474 polypeptides of the present invention for such purposes. 

PRQ474 can be used in assays with the polypeptides to which they have identity with to determine the 
relative activities. The results can be applied accordingly . : 

^ PRO 103 1 polypeptides of the present invention which possess biological activity related to that of IL- 1 7 
30 may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in the an will well 
know how to employ the PRO1031 polypeptides of the present invention for such purposes. 

PRO1031 can be used in assays with the polypeptides to which they have identity with to determine the 
relative activities. The results can be applied accordingly. 

PR0938 polypeptides of the present invention: which possess biological activity related to that of protein 
35 disulfide isomerase may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PR0938 polypeptides of the. present invention for such purposes. 

213 



BNSDOCID: <WO 0053756A2_L> 



WO 00/53756 

PCT/US00/04341 

PRO1082 poiypeptides of the present irive „ lioll ^ ^ 
LDL receptor ^ ta emp|oyed ^ ,, ^ for iherapeu[ic ^ of ord ,l~ 

an ™;:r r w r pioy ,he pRoi ° 82 ~- - - — - — 

relative activities. The results can be applied accordingly PROins? , k 
S candidal agents which tnoduiate ,ha receptor, ^ * — h ^ » ^ 

PRO.083 polyp^ite of thepresen, invent which p0!sess „, 

- - w ho. ,o ^,0, the PRO1083 of „,. presen , taveniion (or ; - « 

«*,„ d7 VEGF 1 m ° ,eC ' ,leS,,erei " h »™ a ."-peuricusesassociated „ithsurv,v„ pro , iferalio „ 
detnohstrated ability of VEGF-E ,o htcrease survival of hllraan ^ ^ J 

======== =— rr ^ 

view of the demonstrated ability of vphp r • ^ ... myocytes, in 

In particular VEGF F || of VEGF-E to induce Proltferation of fibroblasts and hypertrophy in myocytes, 
partrc^a, VEGF-E can be used ,„ „_ hea,i„ g . tissue growth ^ musc , e 8eneratio „ ^ 

•0 For the indrcnons referred ,„ above, die VEGF-E mo.ecule „i„ be footed aod dosed in a fash on 

practtoners. Thus, for pu^s herein. the "dietapeutically effective amount" of 0,, VEGF E is an a 

r;: 0 "" wh,ch - ^ » - ^.-^.^i*^.^.^: 

antibod- VE °? ^ *" «" ""--o'ogicaUy creative with 



35 



Of o„ „ „ f ' S S '°" ge " " taW "»'» * ■*»« VEGF-E having the desired degree 

Of punty wtth phystotogic^y acceptab.e capers, excipient, or s^bilizers. Suc h raa Jl s are non-to^ 

* : ™ ions ~ ,f *• veof - e - — » -* * «" 

" """" « — <"*-* - -» P-efer*,, at a pH of about 7 ,„ 8 . ,f dte VEGF E 
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Optionally other ingredients may be added such as antioxidants, e.g., ascorbic acid; low molecular 
weight (less than about ten residues) polypeptides, e.g., polyarginine or tripeptides; proteins, such as serum 
albumin, gelatin, or immunoglobulins; hydrophilic polymers such as polyvinylpyrrolidone; amino acids, such 
as glycine, glutamic acid, aspartic acid, or arginine; monosaccharides, disaccharides, and other carbohydrates 
including cellulose or its derivatives, glucose, mannose, or dextrins; chelating agents such as EDTA; and sugar 
5 alcohols such as mannitol or sorbitol. 

The VEGF-E to be used for therapeutic administration must be sterile, .Sterility is readily accomplished 
by filtration through sterile filtration membranes (e.g., 0.2 micron membranes). The VEGF-E ordinarily will 
be stored in lyophilized form or as an aqueous solution if it is highly stable to thermal and oxidative denaturation. 
The pH of the VEGF-E preparations typically will be about from 6 to ^though higher or lower pH values may 
10 also be appropriate in certain, instances. It will be understood that i^e of certain of the foregoing excipients, 
carriers, or stabilizers will result in the formation of salts of the VEGF-E.. 

If the VEGF-E is to u^ parerrtera^ containing the VEGF-E generally 

are placed into a container having a sterile access port, for example, an intravenous solution bag or vial having 
a stopper pierceable by a hypodermic injection needle. 
15: Generally, where the disorder pNSxmits, one should formulate and, d^ for site-specific 

delivery . This is convenient in the case, of wounds and iricers* , . , v 

Sustained.release formulations may also be prepared, and : include the formation pf microcapsular particles and 
implantable articles. For preparing sustained-release VEGF-E compositions, the VEGF-E is preferably 
incorporated iiitp a biodegradable matrix or imcrpcapsule. A suitable material for this purpose is a polylactide/ 
20 although other polymers of poly r (a-hydrpxycarboxylic acids), such as poly.D-( r ).3.hydroxybutyric acid (EP 
133,988A), can be used. Other biodegradablepolymers mcludepo^ poly(acetals), poiy(orthoesters), 

or poly(orthocarbonates). The initial consideration here must be that the carrier itself, or its degradation 
products, is nontoxic iame target tissue and will not further aggravate, the condition. Tliis can be determined 
by routine screening in animal- models of the target disorder or, if submodels are, uhavailable, in normal 
25 animals. Numerous scientific publications dcK^iment sucA anim^ ■ 

For examples of sustained release compositions, see U.S. Patent No. 3,773,919, EP 58,481 A, U.S. 
Patent No. 3,887,699, EP 158,277A, Canadian Patent No, \ m565 9 JJ. : Sidman et al., Biopotymers 22 y 547 
[1983], and R. Langer. e* al., Chem. Tech. 12, 98 [1982]. * 

When applied topically, the VEGF-E is suitably combined wnh other ingredients, such as carriers 
and/or adjuvants. There are no limitations on the nature of such other ingredients, except that they must be 
pharmaceutical^ acceptable and efficacious for their intended administration, and cannot degrade the activity 
of the active ingredients of the composition. Examples of suitable vehicles include ointments, creams, gels, or 
suspensions, with or without purified collagen. The compositions also may be impregnated into transdermal 
patches, plasters, and bandages, preferably in liquid or semi-liquid form. 
35 For obtaining a gel formulation, the VEGF-E formulated in a liquid composition may be mixed with 

an effective amount of a water-soluble polysaccharide or synthetic polymer such as polyethylene glycol to form 
a gel of the proper viscosity to be applied topically. The polysaccharide that may be used includes, for example, 

215 

BNSDOCID: <WO__0053756A2_I_> 



30 



WO 00/53756 



PCT/US00/04341 



cellulose derivatives such as etherified cellulose derivatives, including alkyl celluloses, hydroxyalkyl celluloses, 
and alkylhydroxyalkyl celluloses, for example, methylcellulose, hydroxyethyl cellulose, carboxymethyl cellulose, 
hydroxypropyl methylcellulose, and hydroxypropyl cellulose; starch and fractionated starch; agar; alginic acid 
and alginates; gumarabic; pullullan; agarose; carrageenan; dextrans; dextrins; fructans; inulin; mannans; xylans; 
arabinans; chitosans; glycogens; glucans; and synthetic biopolymers; as well as gums such as xanthan gum; guar 
5 gum; locust bean gum; gum arabic; tragacanth gum; and karaya gum; and derivatives and mixtures thereof. The 
preferred gelling agent herein is one that is inert to biological systems, nontoxic, simple to prepare, and not too 
runny or viscous, and will not destabilize the VEGF-E held within it. 

Preferably the polysaccharide is an etherified cellulose derivative, more preferably one that is well 
defined, purified, and listed in USP, e.g., methylcellulose and the hydroxyalkyl cellulose derivatives, such as 
10 hydroxypropyl cellulose, hydroxyethyl cellulose, and hydroxypropyl methylcellulose. Most preferred herein 
is methylcellulose. 

The polyethylene glycol useful for gelling is typically a mixture of low and high molecular weight 
polyethylene glycols to obtain the proper viscosity. For example, a mixture of a polyethylene glycol of 
molecular weight 400-600 with one of molecular weight 1500 would be effective for this purpose when mixed 
15 in the proper ratio to obtain a paste. 

The term "water soluble" as applied to the polysaccharides and polyethylene glycols is meant to include 
colloidal solutions and dispersions. In general, the solubility of the cellulose derivatives is determined by the 
degree of substitution of ether groups, and the stabilizing derivatives useful herein should have a sufficient 
quantity of such ether groups per anhydroglucose unit in the cellulose chain to render the derivatives water 
20 soluble. A degree of ether substitution of at least 0.35 ether groups per anhydroglucose unit is generally 
sufficient. Additionally, the cellulose derivatives may be in the form of alkali metal salts, for example, the Li, 
Na, K, or Cs salts. 

If methylcellulose is employed in the gel, preferably it comprises about 2-5%, more preferably about 
3%, of the gel and the VEGF is present in an amount of about 300-1000 trig per ml of gel. 

25 The dosage to be employed is dependent upon the factors des5ribed above. As a general proposition, 

the VEGF-E is formulated and delivered to the target site or tissue at a dosage capable of establishing in the 
tissue a VEGF-E level greater than about 0.1 ng/cc up to a maximum dose that is efficacious but not unduly 
toxic. This intra-tissue concentration should be maintained if possible by continuous infusion, sustained release, 
topical application, or injection at empirically determined frequencies. 

30 it is within the scope hereof to combine the VEGF-E therapy with other novel or conventional therapies 

(e.g., growth factors such as VEGF, aFGF, bFGF, PDGF, IGF, NGF, anabolic steroids, EGF or TGF-a) for 
enhancing the activity of any of the growth factors, including VEGF-E, in promoting cell proliferation, survival, 
differentiation and repair. It is not necessary that such cotreatment drugs be included per se in the compositions 
of this invention, although this will be convenient where such drugs are proteinaceous. Such admixtures are 
35 suitably administered in the same manner and for the same purposes as the VEGF-E used alone. The useful 
molar ratio of VEGF-E to such secondary growth factors is typically 1:0.1-10, with about equimolar amounts 
being preferred. 
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The compounds of the present invention can be formulated according to known methods to prepare 
pharmaceutically useful compositions, whereby the PRO polypeptide hereof is combined in admixture with a 
pharmaceutically acceptable carrier vehicle. Suitable carrier vehicles and their formulation, inclusive of other 
human proteins, e.g., human serum albumin, are described, for example, in Remington's Pharmaceutical 
Sciences* 16th ed., 1980, Mack Publishing Co., edited by Oslo et al. the disclosure of which is hereby 
5 incorporated by reference: The VEGF-E herein may be administered parenterally to subjects suffering from 
cardiovascular diseases or conditions, or by other methods that ensure its delivery to the bloodstream in an 
effective form. 

Compositions particularly well suited for theclinical administration of VEGF-E hereof employed in the 
practice of the present invention include, for example, sterile aqueous solutions, or sterile hydratable powders 

10 such as lyophilized protein. It is generally desirable to include further in the formulation an appropriate amount 
of a pharmaceutically acceptable salt, generally in an amount sufficient to render the formulation isotonic. A 
pH regulator such as isurginine base, and phosphoric acid; are also typically included in sufficient quantities to 
maintain an appropriate pH, generally- from 5.5 to 7.5 ; Moreover* for improvement of shelf-life or stability of 
aqueous forinulations, irmay also be desirable to include farther agents- such as glycerol . In this manner, variant 

IS* t-PA -formulations' r are rendered" appt^priate for parenteral administration, and, in particular,, intravenous, 
admirustration; ; : ----- •■■ ^ - r - - r 

Dosages and desired drug concentrations of pharmaceutical compositions of the present invention may 
vary depending on the particular use envisioned ::sFor example, in the treatment of deep vein thrombosis or 
peripheral vascular disease, "bolus" doses, will typically be preferred with subsequent administrations being 

20 given to maintain an approximately constant blood level t preferably on the order of about 3 jig/ml . 

However; for use in connection with emergency medical care facilities where infusion capability is 
generally not available and due to the generally critical nature of the underlying disease (e.g., embolism, infarct), 
it will generally be desirable to provide somewhat larger initial doses, such as an intravenous bolus; 

For the various therapeutic indications referred to for the compounds hereof, the VEGF-E molecules 

25 will be formulated and dosed in a fashion consistent with good medical practice taking into account the specific 
disorder to be treated, the condition of the individual patient, the site of delivery, the method of administration 
and other factors known to practitioners irtthe respective art. Thus, for purposes herein, the "therapeutically 
effective amount" of the VEGF-E molecules hereof is an amount that is effective either to prevent, lessen the 
worsening of, alleviate, or. cure the treated condition, in particular that amount which is sufficient to enhance 

30 the survival, proliferation or differentiation of targeted cells in vivo. In general a dosage is employed capable 
of establishing in the tissue that is the target for the therapeutic indication being treated a level of a VEGF-E 
hereof greater than: about 0.1 ng/cm 3 up to a maximum dose that is efficacious but not unduly toxic. It is 
contemplated that intra-tissue administration may be the choice for certain of the therapeutic indications for the 
compounds hereof . 

35 The human Toll proteins of the present invention can also be used in assays to identify other proteins 

or molecules involved in Toll-mediated signal transduction. For example^ PR0285 and PR0286 are useful in 
identifying die as of yet unknown natural ligands of human Tolls, or other factors that participate (directly or 
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components, e.g. through optical or electron density, radiative emissions, nonradiative energy transfers, etc. or 
indirectly detected with antibody conjugates, etc. 

Nucleic acid encoding the Toll polypeptides disclosed herein may also be used in gene therapy. In gene 
therapy applications, genes are introduced into cells in order to achieve in vivo synthesis of a therapeutically 
effective genetic product, for example for replacement of a defective gene. "Gene therapy" includes both 
5 conventional gene therapy where a lasting effect is achieved by a single treatment, and the administration of gene 
therapeutic agents, which involves the: one time or repeated administration of a therapeutically effective DNA 
or mRNA. Antisense RNAs and DNAs can be used as therapeutic agents for blocking the expression of certain 
genes in vivo. It has already been shown that short antisense oligonucleotides can be imported into cells where 
they act as inhibitors, despite their low intracellular concentratipns caused by their restricted uptake by the cell 
10 membrane. (Zamecnik et al. , Proc. Natl. Acad. ScLJUSA 8^ 4143-4146 [1986]). The oligonucleotides can be 
modified to enhance their uptake, e.g. by subsamtmg- their i negatively charged, phosphodiester groups by 

uncharged groups* 

There are a variety of techniques available, for, introducing nucleic acids into viable cells. The 
techniques vary depending upon ^whether, the nucleic acid is transferred into cultured cells in vitro, or in vivo in 

15 the cells of theintended host. Technique^ suitable for the transfer of nucleic acid into mammalian cells in vitro 
include the use of liposomes, electroporation, micrpinjectioiu cell fusion, DEAE-dextran, the calcium phosphate 
precipitation method transfection with viral 

(typically retroviral) vector? and viral c^t protein-lipojsome mediated transfection (Dzau et al.. Trends in 
Biotephnology 11, 205:2 10 [1993]). In some situations it is desirable to provide the nucleic acid source with 

20 an agent that targets the target cells^ such as an antibody specific for a cell surface membrane protein or the 
target cell, a ligand for a receptor, on the target cell, etc. WhereHppsomes are employed, proteins which bind 
to a cell surface membrane protein . associated with endocytosis. may be used for targeting and/or to facilitate 
uptake, e.g. capsid proteins or fragments thereof tropic for a particular cell type, antibodies for proteins which 
undergo internalization in cycling, proteins that target intracellular localization and enhance intracellular half-life. 

25 The technique of receptor-mediated endocytosis is described,, for example, by Wu et al. , J. Biol. Chem. 262 . 
4429-4432 (1987); and Wagner*/ aL, Proc. Natl. A cad. Sci. USA SL 3410-3414 (1990). For review of the 
currently known gene marking and gene therapy protocols see Anderson etal. , Science 256 . 808-813 (1992). 

The various uses listed in connection with the Toll proteins herein, are also available for agonists of the 
native Toll receptors, which mimic at least one biological function of a native Toll receptor. 

30 Neurotrimin as well as other members of the IgLON subfamily of the immunoglobulin superfamily have 

been identified to have effect upon neural patterning, differentiation, maturation and growth. As a result, 
PR0337 the human neurotrimin homolog polypeptides would be expected to have utility in diseases which are 
characterized by neural disfunction. For example, motoneuron disorders such as amyotrophic lateral sclerosis 
(Lou Gehrig's disease), Bell's palsy, and various conditions involving spinal muscular atrophy, or paralysis. 

35 NGF variant formulations of the invention can be used to treat human neurodegenerative disorders, such as 
Alzheimer's disease, Parkinson's disease, epilepsy, multiple sclerosis, Huntington's chorea, Down's Syndrome, 
nerve deafness, and Meniere's disease. Moreover PR0337 polypeptide may also be used as a cognitive 
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enhancer, to enhance learning particularly i„ dementia or trauma, such as those associated with the above 



diseases. 



10 



Further, PR0337 may be employed to treat neuropathy, and especially peripheral neuropathy 
"Peripheral neuropathy" refers to a disorder affecting the peripheral nervous system, most often manifested as 
one or a combination of motor, sensory, sensorimotor, or autonomic neural dysfunction. The wide variety of 
morphologies exhibited by peripheral neuropathies can each be attributed uniquely to an equally wide number 
of causes. For example, peripheral neuropathies can be genetically acquired, can result from a systemic disease, 
or can be induced by a toxic agent. Examples include but are not limited to diabetic peripheral neuropathy, distal 
sensorimotor neuropathy, or autonomic neuropathies such as reduced motility of the gastrointestinal tract or 
atony of the urinary bladder. Examples of neuropathies associated with systemic disease include post-polio 
syndrome or AIDS-associated neuropathy; examples of hereditary neuropathies include Charcot-Marie-Tooth 
disease, RetWs disease, Abetalipoproteinemia, Tangier disease, Krabbe's disease, Metachromatic 
leukodystrophy, Fabry's disease, and Dejerine-Sottas syndrome; and examples of neuropathies caused by a toxic 
agent include those caused by treatment with a chemotherapeutic agent such as vincristine, cisplatin, 
methotrexate, or 3'-azido-3'-deoxythymidine. Correspondingly, neurotrimin antagonists would be expected to 
15 have utility in diseases characterized by excessive neuronal activity. 

Endothelin is generated from inactive intermediates, the big endothelins, by a unique processing event 
catalyzed by the zinc metalloprotease, endothelin converting enzyme (ECE). ECE was recently cloned, and its 
structure was shown to be a single pass transmembrane protein with a short intracellular N-terminal and a long 
extracellular C-terrninal that contains the catalytic domain and numerous N-glycosylation sites. ECEs cleave the 
endothelin propeptide between Trp73 and Val74 producing the active peptide, ET, which appears to function 
as a local rather than a circulating hormone (Rubanyi, G.M. & Polokoff, M.A., Pharmacological Reviews 46: 
325-415 (1994). Thus ECE activity is a potential site of regulation of endothelin production and a possible target 
for therapeutic intervention in the endothelin system. By blocking ECE activity, it is possible stop the production 
of ET-1 by inhibiting the conversion of the relatively inactive precursor, big ET-1 , to the physiologically active 
25 form. 

ECE-2 is 64% identical to bovine ECE-2 at the amino acid level. ECE-2 is closely related to ECE-1 
(63 % identical, 80% conserved), neutral endopeptidase 24. 1 1 and the Kell blood group protein. Bovine ECE-2 
is a type II membrane-bound metalloproteinase localized in the trans-Golgi network where it acts as an 
intracellular enzyme converting endogenous big endothelin-1 into active endothelin (Emoto, N. and 
Yanangisawa, M., J. Biol. Chem. 270: 15262-15268 (1995). The bovine ECE-2 mRNA expression is highest 
in parts of the brain, cerebral cortex, cerebellum and adrenal medulla. It is expressed at lower levels in 
mymetrium, testes, ovary, and endothelial cells. Bovine ECE-2 and ECE-1 both are more active on ET-1 as 
a substrate compared to ET-2 or ET-3, Emoto and Yanangisawa, supra. 

Human ECE-2 is 736 amino acids in length with a 31 residue amino-terminal tail, a 23 residue transmembrane 
35 helix and a 682 carboxy-terminal domain. It is 94% identical to bovine ECE-2 and 64% identical to human 
ECE-1. The predicted transmembrane domain is highly conserved between the human and bovine ECE-2 
proteins and between human ECE-1 and human ECE-2, as are the putative N-linked glycosylation sites, Cys 
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residues conserved in the neutral endopeptidase 24. 1 1 and the Kell blood group protein family and the putative 
zinc binding motif. The sequence suggests, that like other members of the NEP-ECE-Kell family, human ECE-2 
encodes a type II transmembrane zinc-binding metalloproteinase, which, by extrapolation from what is known 
about bovine ECE-2, is an intracellular enzyme located within the secretory pathway which processes 
endogenously produced big ET-1 while it is still in the secretory vesicles. Emoto and Yanangisawa, supra. 
5 The expression pattern of ECE-2 differs from that observed for ECE-1. Northern blot analysis of 

mRNA levels indicated low levels of expression of a 3 .3 kb transcript in adult brain (highest in the cerebellum, 
putamen, medulla and temporal lobe, and lower in the cerebral cortex, occipital lobe and frontal lobe), spinal 
cord, lung and pancreas and higher levels of a 4.5 kb transcript in fetal brain and kidney. The two transcript 
sizes probably represent the use of alternative polyadenylation sites as has been observed for bovine ECE-2 

10 (Emoto and Yanangisawa, supra) and EC&l (Xu et alv, Cell 78r>473-485 (1994). PCR on cDNA libraries 
indicated low levels of expression in fetal brain, fetal kidney, fetal small intestine and adult testis. Fetal liver, 
fetal lung and adult pancreas were all negative. : ; ;% 

The endothelin (ET) family of peptides have potent vascular, cardiac and; renal actions -which may be_ 
of pathophy siological importance in many human disease states: ETf 1 is expressed as an inactive 21 2 amino acid 

15 prepropeptide. The prepropeptide is first cleaved at Arg52-Cys53i and .Arg92tAla93; and then, the carboxy 
terminal Lys91and Arg92 are trimmed from the protein to generate the propeptide big ET-1 ECEs then cleave 
the propeptide between Trp73 and Val74; ^rodiicing^the active peptide, ET, which appears to function as a local 
rather than a circulating hormone (Rubanyi and Polokoff, Pharma. R. 46: 325-415 (1994). 

- Endothelins may play roles in the^pathopbysrology^of a number of disease states including: 1) 

20 cardiovascular diseased (vasospasm, hypertension, myocardial ischemia; reperfusion injury and acute 
myochardial infarction, stroke (cerebral ischemia), congestive heart-failure, shock,, atherosclerosis, vascular 
thickening); 2) kidney disease (acute and chronic renal failure, glomerulonephritis, cirrhosis); 3) lung disease 
(bronchial asthma, pulmonary hypertension); 4) gastrointestinal disorders (gastric ulcer, inflammatory bowel 
diseases); 5) reproductive disorders (premature labor, dysmenorhea, preeclampsia) and 6) carcinogenesis. 

25 Rubanyi & Polokoff, supra. v ~ r : - 

Diseases can be evaluated for the impact of ETupon them hylexamining: 1) increased production of 
ETs; 2) increased reactivity to ETs; and/or 3) efficacy of an ET receptor antagonist, antibody or ECE inhibitor. 
Response to the previous criteria suggest that ETs likely play^roles in cerebral vasospasm following subarachnoid 
hemorrhage, hypertension (njlminant/cornplications), acute renal: failure and congestive heart failure; While 

30 inhibitors of ET production or activity have not been used in models of coronary vasospasm, acute myocardial 
infarction, and atherosclerosis, they do have elevated ET levels and increase reactivity to ETs. Shock and 
pulmonary hypertension also exhibit elevated ET levels (Rubanyi and Polokoff, supra). Inhibition of ECEs in 
these conditions may be of therapeutic value. - 

The expression pattern of ECE-2 differs from that observed for ECE-1; ECE-2 was observed at low 

35 levels in the adult brain; lung and pancreas and higher levels in fetal brain and kidney by Northern blot analysis 
(Fig. 8). PCR revealed low levels of explosion in- additional tissues: fetal lung; fetal small intestine and adult 
testis. Fetal liver was negative. A similar pattern was reported for bovine ECE-2 (Emoto and Yanangisawa, 
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supra). It is expressed in brain tissues (cerebral cortex, cerebellum and adrenal medulla), myometrium and 
testis, and in low levels in ovary and very low levels in many other tissues. Bovine ECE-1 (Xu et al, supra) is 
more widely and more abundantly expressed. It is observed in vascular endothelial cells of most organs and in 
some parenchymal cells. With the exception for brain, bovine ECE-2 mRNA was present at lower levels than 
ECE-1. Applicants believe ECE-2 to be a particularly good target for the therapeutic intervention for diseases 
5 such as cerebral vasospasm following subarachnoid hemorrhage and stroke. 

Uses of the herein disclosed molecules may also be based upon the positive functional assay hits 
disclosed and described below. 

F. Anti-PRO Antibodies oc- 
10 The present invention further provides anti-PRO antibodies; Exemplary antibodies include polyclonal, 

monoclonal, humanized, bispecific, and heteroconjugate antibodies. 

1. Polyclonal Antibodies 
The anti-PRO antibodies may comprise polyclonal antibodies. Methods of preparing polyclonal 

15 antibodies are known to the skilled artisan. Polyclonal antibodies can be raised in a mammal, for example, by 
one or more injections of an immunizing agent and* if desired, an adjuvant. Typically, the immunizing agent 
and/or adjuvant will be injected in the mammal by multiple subcutaneous or intraperitoneal injections. The 
immunizing agent may include the PRO polypeptide or a fusion protein thereof. It may be useful to conjugate 
the immunizing agent to a protein known to be immunogenic in the mammal being immunized. Examples of 

20 such immunogenic proteins include but are not limited to keyhole limpet hemocyanin, serum albumin, bovine 
thyroglobulin, and soybean trypsin inhibitor. Examples of adjuvants which may be employed include Freund's 
complete adjuvant and MPL-TDM adjuvant (monophosphoryl Lipid A, synthetic trehalose dicorynomycolate). 
The immunization protocol may be selected by one skilled in the art without undue experimentation. 

25 2. Monoclonal Antibodies 

The anti-PRO antibodies may, alternatively, be monoclonal antibodies. Monoclonal antibodies may be 
prepared using hybridoma methods, such as those described by Kohler and Milstein, Nature . 256 :495 (1975). 
In a hybridoma method, a mouse, hamster, or other appropriate host animal, is typically immunized with an 
immunizing agent to elicit lymphocytes that produce or are capable of producing antibodies that will specifically 

30 bind to the immunizing agent. Alternatively, the lymphocytes may be immunized in vitro. 

The immunizing agent will typically include the PRO polypeptide or a fusion protein thereof. 
Generally, either peripheral blood lymphocytes ("PBLs") are used if cells of human origin are desired, or spleen 
cells or lymph node cells are used if non-human mammalian sources are desired. The lymphocytes are then 
fused with an immortalized cell line using a suitable fusing agent, such as polyethylene glycol, to form a 

35 hybridoma cell [Coding, Monoclonal Antibodies: Principles and Practice . Academic Press, (1986) pp. 59-103] . 
Immortalized cell lines are usually transformed mammalian cells, particularly myeloma cells of rodent, bovine 
and human origin..- Usually, rat or mouse myeloma cell lines are employed. The hybridoma cells may be 
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cultured in a suitable culture medium that preferably contains one or more substances that inhibit the growth or 
survival of the unrused, immortalized cells. For example, if the parental cells lack the enzyme hypoxanthine 
guanine phosphoribosyl transferase (HGPRT or HPRT), the culture medium for the hybridomas typically will 
include hypoxanthine, aminopterin, and thymidine ("HAT medium"), which substances prevent the growth of 
HGPRT-deficient cells. 

5 Preferred immortalized cell lines are those that fuse efficiently, support stable high level expression of 

antibody by the selected antibody-producing cells, and are sensitive to a medium such as HAT medium. More 
preferred immortalized cell lines are murine myeloma lines,, which can be obtained, for instance, from the Salk 
Institute Cell Distribution Center, San Diego, California and the American Type Culture Collection, Manassas, 
Virginia. Human myeloma and mouse-human heteromyeloma cell lines also have been described for the 

10 productionof human monoclonal antibodies fKozbor. J. Immunol. : 133 :3001 (1984): Brodeuretal. T Monoclonal 
Antibody Production- Techniques and Applications . MarceLDekker, Inc., New York, (1987) pp. 51-63]. 

The culture medium in which the hybridoma cells are cultured can then be assayed for the presence of 
monoclonal antibodies directed against PRO. Preferably, the binding specificity of monoclonal antibodies 
produced by the hybridoma 1 cells is determined by immunoprecipitation or by an in vitro binding assay , such as 

"15 radioimmunoassay (RIA) or erizyme-liriked irnmunoabsorbent assay (ELISA). Such techniques and assays are 
known in the art. The binding affinity of the monoclonal antibody can; for example, be determined by the 
Scatchard analysis of Munson and Pollard. Anal. Biochem . 107 :220 (1980); - 

After the desired hybridoma cells are identified, the clones may be subcloned by limiting dilution 
procedures and grown by standard methods [Goding, supra! > Suitable culture media for this purpose include, 

20 for example, DulbeccoJs Modified Eagle* s Medium and RPMI-1640 medium. Alternatively, the hybridoma cells 
may be grown in vivo as ascites in a mammal. 

The monoclonal antibodies secreted by the subclones may be- isolated or purified from the culture 
medium or ascites fluid by conventional immunoglobulin purification procedures such as, for example, protein 
- A-Sepharose, hydroxylapatite chromatography,, gel electrophoresis, dialysis, or affinity chromatography. 

25 The monoclonal antibodies may also be made by recombinant DNA methods, such as those described 

in U.S. Patent No. 4,816,567. DNA encoding the monoclonal antibodies of the invention can be readily isolated 
and sequenced using conventional procedures (e.g. , by using oligonucleotide probes that are capable of binding 
specifically to genes encoding the heavy and light chains of murine antibodies). The hybridoma cells of the 
invention serve as a preferred source of such DNA. Once isolated^ the DNA may be placed into expression 

30 vectors, which are then transfected into host cells such as simian COS cells, Chinese hamster ovary (CHO) cells, 
or myeloma cells that do not otherwise produce immunoglobulin protein, to obtain the synthesis of monoclonal 
antibodies in the recombinant host cells. The DNA also may be modified, for example, by substituting the 
coding sequence for human heavy and light chain constant domains in place of the homologous murine sequences 
[U.S. Patent No. 4,816,567; Morrison et al. t supral or by covalently joining to the immunoglobulin coding 

35 sequence all or part of the coding sequence for a non-immunoglobulin polypeptide . Such a non-immunoglobulin 
polypeptide can be substituted for the constant domains of an antibody of the invention, or can be substituted for 
the variable domains of one antigen-combining site of an antibody of .the invention to create a chimeric bivalent 
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Human antibodies can also be produced using various techniques known in the art, including phage 
display libraries [Hoogenboom and Winter, J. Mol. BioL . 227:381 (1991); Marks et aL, J. Mol. Biol. . 222:581 
(1991)]. The techniques of Cole et al. and Boerner et al. are also available for the preparation of human 
monoclonal antibodies (Cole et al.. Monoclonal Antibod ies and Cancer Therapy , Alan R. Liss, p. 77 (1985) and 
Boerner et ah, J. Irnmunol. , i47£T>:86-95 (1991)]. Similarly, human antibodies can be made by introducing 
of human immunoglobulin loci into transgenic animals, e.g., mice in which the endogenous immunoglobulin 
genes have been partially or completely inactivated. Upon challenge, human antibody production is observed, 
which closely resembles that seen in humans in all respects, including gene rearrangement, assembly, and 
antibody repertoire. This approach is described, for example, in U.S. Patent Nos. 5,545,807; 5,545,806; 
5,569,825; 5,625,126; 5,633,425; 5,661,016, and in the following scientific publications: Marks et aL, 
Bio/Technology 10, 779-783 (1992); Lonberge/ aL, Nature 368 856^59(1994); Morrison, Nature 368 . 812-13 
(1994); Fishwild et al., Nature Biotechnology 14, 845-51 (1996); Neuberger. Nature Biotechnnl^y 14 826 
(1996); Lonberg and Huszar. Intern. Rev: Immunol n 6S-<n nQQK) 

4. Bisbecific Antibbdies — UC- - ; 

Bispecific antibodieshare monoclonal, preferably human or humanized, antibodies that have binding 
specificities for at least two different antigens. In the present case, one of the binding specificities is for the 
PRO, the other one is for any other antigen, and preferably for a cell-surface protein or receptor or receptor 
subunitv --- ■-' * : r ■_ ■ ' : - - ■■■ "' y; 

Methods for making bispecific antibodies are known in the art. : Traditionally, the recombinant 
production of bispecific antibodies isbased on thecb-expfessionof two immunoglobulin heavy-chain/light-chain 
pairs, where the two heavy chains have different specificities [Milsteinand Cueilo, Nature . 305:537-539 (1983)]. 
Because of the random assortment of immunoglobulin heavy and light chains, these hybridomas (quadromas) 
produce a potential mixture of ten different antibody molecules, of which only one has the correct bispecific 
structure. The purification of the correct molecule is usually accomplished by affinity chromatography steps. 
Similar procedures are disclosed in WO 93/08829, published 13 May 1993, and in Traunecker et al., EMBO 
L> 10:3655-3659 (1991). 

Antibody variiable domains with the desired binding specificities (antibody-antigen combining sites) can 
be fused to immunoglobulin constant domain sequences. The fusion preferably is with an immunoglobulin 
heavy-chain constant domain, comprising at least part of the hinge, CH2, and CH3 regions. It is preferred to 
have the first heavy-chain constant region (CHI) containing the site necessary for light-chain binding present in 
at least one of the fusionsr DNAs encoding the immunoglobulin heavy-chain fusions and, if desired, the 
immunoglobulin light chain, are inserted into separate expression vectors, and are co-transfected into a suitable 
host organism. For further details of generating bispecific antibodies see; for example, Suresh et al., Methods 
ilLEnz^rnology, 121:210 (1986). 

According to another approach described in WO 96/27011, the interface between a pair of antibody 
molecules can be engineered to maximize the percentage of heterodimers which are recovered from recombinant 
cell culture. The preferred interface comprises at least a pan of the CH3 region of an antibody constant domain. 
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on a leukocyte such as a T-cell receptor molecule (e.g. CD2, CD3, CD28, or B7), or Fc receptors for IgG 
(FcyR), such as FcyRI (CD64), FcyRII (CD32) and FcyRIII (CD 16) so as to focus cellular defense mechanisms 
to the cell expressing the particular PRO polypeptide. Bispeciflc antibodies may also be used to localize 
cytotoxic agents to cells which express a particular PRO polypeptide. These antibodies possess a PRO-binding 
arm and an arm which binds a cytotoxic agent or a radionuclide chelator, such as EOTUBE, DPTA, DOTA, 
5 or TETA. Another bispecific. antibody of interest binds the PRO polypeptide and further binds tissue factor 
(TF). 

5. Heteroconjugate Antibodies 

Heteroconjugate antibodies are also within the scope of the present invention. Heteroconjugate 
10 antibodies are composed of two covalently joined antibodies. Such antibodies have, for example, been proposed 
to target immune system cells to unwanted cells [U.S. Patent No. 4,676,980], and for treatment of HIV infection 
[WO 91/00360; WO 92/200373; EP 03089]. It is contemplated that the antibodies may be prepared in vitro 
using known methods in synthetic protein chemistry, including those involving crosslinking agents. For 
example, irnmunotoxins may be constructed using a disulfide exchange reaction or by forming a thioether bond. 
15 Examples of suitable reagents for this purpose include iminothiplate and methyl-4-mercaptobutyrimidate and 
those disclosed, for example, in U.S. Patent No. 4,676,980. 

6. Effector Function Engineering 

It may be desirable to modify the antibody of the invention with respect to effector function, so as to 
20 enhance, e.g. , the effectiveness of the antibody in treating cancer. For example, cysteine residue(s) may be 
introduced into the Fc region, thereby allowing interchain disulfide bond formation in this region. The 
homodimeric antibody thus generated may have improved internalization capability and/or increased complement- 
mediated cell killing and antibody-dependent cellular cytotoxicity (ADCC). See Caron et al. , J. Exp Med . , 176 : 
1 191-1 195 (1992) and Shopes, J. Immunol .. 148 : 2918-2922 (1992). Homodimeric antibodies with enhanced 
25 anti-tumor activity may also be prepared using heterobifunctional cross-linkers as described in Wolff et al. 
Cancer Research , 53: 2560-2565 (1993). Alternatively, an antibody can be engineered that has dual Fc regions 
and may thereby have enhanced complement lysis and ADCC capabilities. See Stevenson et al., Anti-Cancer 
Drug Design. 3: 219-230 (1989V 

30 7. Immunoconiugates 

The invention also pertains to immunoconj ugates comprising an antibody conj ugated to a cytotoxic agent 
such as a chemotherapeutic agent, toxin (e.g. , an enzymatically active toxin of bacterial, fungal, plant, or animal 
origin^ or fragments thereof), or a radioactive isotope (i.e., a radioconjugate). 

Chemotherapeutic agents useful in the generation of such immunoconjugates have been described above . 
35 Enzymatically active toxins and fragments thereof that can be used include diphtheria A chain, nonbinding active 
fragments of diphtheria toxin, exotoxin A chain (from Pseudomonas aeruginosa), ricin A chain, abrin A chain, 
modeccin A chain, alpha-sarcin, Aleurites fordii proteins, dianthin proteins, Phytolaca americana proteins 
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(PAPI, PAPII, and PAP-S), momordica charantia inhibitor, curcin, crotin, sapaonaria officinalis inhibitor, 
gelonin, mitogellin, restrictocin, phenomycin, enomycin, and the tricothecenes. A variety of radionuclides are 
available for the production of radioconjugated antibodies. Examples include 212 Bi, I31 I, I3l In, 90 Y, and I86 Re. 

Conjugates of the antibody and cytotoxic agent are made using a variety of bifunctional protein-coupling 
agents such as N-succinimidyl-3-(2-pyridyldithiol) propionate (SPDP), iminothiolane (IT), bifunctional 
5 derivatives of imidoesters (such as dimethyl adipimidate HCL), active esters (such as disuccinimidyl suberate), 
aldehydes (such as glutareldehyde), bis-azido compounds (such as bis (p-azidobenzoyl) hexanediamine), bis- 
diazonium derivatives (such as bis-(p-diazoniumbenzoyl)-ethylenediamine), diisocyanates (such as tolyene 2,6- 
diisocyanate), and bis-active fluorine compounds (such as l,5-difluoro-2,4Klinitrobenzene). For example, a ricin 
immunotoxin can be prepared as described in Vitetta et aL , Science . 238 : 1098 (1987). Carbon- 1 4-1 abeled 1- 

1 0 isothiocyanatobenzyl-3-methy Idiethylene triaminepentaacetic acid (MX-DTPA) is an exemplary chelating agent 
for conjugation of radionucleotide to the antibody . See W094/1 1026. 

In another embodiment, the antibody may be conjugated to a "receptor" (such streptavidin) for 
utilization in tumor pretargeting wherein the antibody-receptor conjugate is administered to the patient, followed : . 
by removal of unbound conjugate from the circulation using a clearing agent and then administration of a 

15 "ligand" (e.g., avidin) that is conjugated to a cytotoxic. agent (e.g., a radionucleotide). 

8. Immunol ipo somes 

The antibodies disclosed herein may also be formulated as immunoliposomes. Liposomes containing 
the antibody are prepared by methods known in the art, such as described in Epstein et aL, Proc. Natl. Acad. 
20 Sci. USA . 82: 3688 (1985); Hwang et al.. Proc. Natl Acad. Sci. USA . 77: 4030 (1980); and U.S. Pat. Nos. 
4,485,045 and 4,544,545. Liposomes with enhanced circulation time are disclosed in U.S. Patent No. 
5,013,556. 

Particularly useful liposomes can be generated by the reverse-phase evaporation method with a lipid 
composition comprising phosphatidylcholine, cholesterol, and PEG-derivatized phosphatidylethanolamine (PEG- 
25 PE). Liposomes are extruded through filters of defined pore size to yield liposomes with the desired diameter. 
Fab* fragments of the antibody of the present invention can be conjugated to the liposomes as described in Martin 
et al ., J. Biol. Chem. . 257 : 286-288 (1982) via a disulfide-interchange reaction. A chemotherapeutic agent 
(such as Doxorubicin) is optionally contained within the liposome. See Gabizon et al. , J. National Cancer Inst. . 
81(19): 1484 (1989). 

30 

9. Pharmaceutical Compositions of Antibodies 

Antibodies specifically binding a PRO polypeptide identified herein, as well as other molecules 
identified by the screening assays disclosed hereinbefore, can be administered for the treatment of various 
disorders in the form of pharmaceutical compositions. 
35 If the PRO polypeptide is intracellular and whole antibodies are used as inhibitors, internalizing 

antibodies are preferred. However, lipofections or liposomes can also be used to deliver the antibody, or an 
antibody fragment, into cells. Where antibody fragments are used, the smallest inhibitory fragment that 
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specifically binds to the binding domain of the target protein is preferred. For example, based upon the variable- 
region sequences of an antibody, peptide molecules can be designed that retain the ability to bind the target 
protein sequence. Such peptides can be synthesized chemically and/or produced by recombinant DNA 
technology. See, e.g., Marasco et al. t Proc. Natl. Acad. Sci. USA . 90: 7889-7893 (1993). The formulation 
herein may also contain more than one active compound as necessary for the particular indication being treated, 
5 preferably those with complementary activities that do not adversely affect each other. Alternatively, or in 
addition, the composition may comprise an agent that enhances its function, such as, for example, a cytotoxic 
agent, cytokine, chemotherapeutic agent, or growth-inhibitory agent. Such molecules are suitably present in 
combination in amounts that are effective for the purpose intended. 

The active ingredients may also be entrapped in microcapsules prepared, for example, by coacervation 
10 techniques or by interfacial polymerization, for example, hydroxymethylcellulose or gelatin-microcapsules and 
poly-(methylmethacylate) microcapsules, respectively, in colloidal drug delivery systems (for example, 
liposomes, albumin microspheres, microemulsions, nano-particles, and nanocapsules) or in macroemulsions. 
Such techniques are disclosed in Remington's Pharmaceutical Sciences xuprn 

The formulations to be used for in vivo administration must be sterile. This is readily accomplished by 
15 filtration through sterile filtration membranes. , ; 

Sustained-release preparations may be prepared. Suitable examples of sustained-release preparations 
include semipermeable matrices of solid hydrophobic polymers containing the antibody, which matrices are in 
the form of shaped articles, e.g.,. films, or microcapsules. Examples of sustained-release matrices include 
polyesters, hydrogels (for example, poly(2-hy_droxyethyl-methacrylate), orpoly(vinylalcohol)), polylactides (U.S. 
20 Pat. No. 3,773,919), copolymers of L-glutamic acid and y ethyl-L-glutamate, non-degradable ethylene-vinyl 
acetate, degradable lactic acid-glycolic acid copplymers such as the LUPRON DEPOT ™ (injectable 
microspheres composed of lactic acid-glycolic acid copolymer and leuprolide acetate), and poly-D-(-)-3- 
hydroxybutyric acid. While polymers such as ethylene-vinyl acetate and lactic acid-glycolic acid enable release 
of molecules for over 100 days, certain hydrogels release proteins for shorter time periods. When encapsulated 
25 antibodies remain in the body for a long time, they may denature or aggregate as a result of exposure to moisture 
at 37°C, resulting in a loss of biological activity and possible changes in immunogenicity. Rational strategies 
can be devised for stabilization depending on the mechanism involved. For example, if the aggregation 
mechanism is discovered to be intermolecular S-S bond formation through thio-disulfide interchange, stabilization 
may be achieved by modifying sulfhydryl residues, lyophilizing from acidic solutions, controlling moisture 
30 content, using appropriate additives, and developing specific polymer matrix compositions. 

G. Uses for anti-PRO Antibodies 

The anti-PRO antibodies of the invention have various utilities. For example, anti-PRO antibodies may 
be used in diagnostic assays for PRO, e.g. , detecting its expression in specific cells, tissues, or serum. Various 
35 diagnostic assay techniques known in the art may be used, such as competitive binding assays, direct or indirect 
sandwich assays and immunoprecipitation assays conducted in either heterogeneous or homogeneous phases 
[Zola, Monoclonal Antibodies: A Manual of Techniques . CRC Press, Inc. (1987) pp. 147-158], The antibodies 
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used in the diagnostic assays can be labeled with a detectable moiety. The detectable moiety should be capable 
of producing, either directly or indirectly, a detectable signal. For example, the detectable moiety may be a 
radioisotope, such as 3 H, 14 C, 32 P, 35 S, or t25 I, a fluorescent or chemi luminescent compound, such as fluorescein 
isothiocyanate, rhodamine, or luciferin, or an enzyme, such as alkaline phosphatase, beta-galactosidase or 
horseradish peroxidase. Any method known in the art for conjugating the antibody to the detectable moiety may 
5 be employed, including those methods described by Hunter et al., Nature , 144 :945 (1962); David et al., 
Biochemistry . 13:1014 (1974); Pain et al., J. Immunol. Meth. . 40:219 (1981); and Nygren, J. Histochem. and 
Cvtochem. . 30:407 (1982). 

Anti-PRO antibodies also are useful for the affinity purification of PRO from recombinant cell culture 
or natural sources. In this process, the antibodies against PRO are immobilized on a suitable support, such a 
10 Sephadex resin or filter paper, using methods well known in the an. The immobilized antibody then is contacted 
with a sample containing the PRO to be purified, and thereafter the support is washed with a suitable solvent that 
will remove substantially all the material in the sample except the PRO, which is bound to the immobilized 
antibody. Finally, the support is washed with another suitable solvent that will release the PRO from the 
antibody. 

15 The following examples are offered for illustrative purposes only, and are not intended to limit the scope 

of the present invention in any way. 

All patent and literature references cited in the present specification are hereby incorporated by reference 
in their entirety. 

20 EXAMPLES 

Commercially available reagents referred to 'in the examples were used according to manufacturer's 
instructions unless otherwise indicated. The source of those cells identified in the following examples, and 
throughout the specification, by ATCC accession numbers is the American Type Culture Collection, Rockville, 
Maryland. 

25 

EXAMPLE 1 : Extracellular Domain Homology Screening to Identify Novel Polypeptides and cDNA Encoding 
Therefor 

The extracellular domain (ECD) sequences (including the secretion signal sequence, if any) from about 
950 known secreted proteins from the Swiss-Prot public database were used to search EST databases. The EST 

30 databases included public databases (e.g., Dayhoff, GenBank), and proprietary databases (e.g. LIFESEQ™, 
Incyte Pharmaceuticals, Palo Alto, CA). The search was performed using the computer program BLAST or 
BLAST2 (Altschul and Gish, Methods in Enzvmology 266 : 460-480 ( 1 996)) as a comparison of the ECD protein 
sequences to a 6 frame translation of the EST sequences. Those comparisons with a Blast score of 70 (or in 
some cases 90) or greater that did not encode known proteins were clustered and assembled into consensus DNA 

35 sequences with the program "phrap" (Phil Green, University of Washington, Seattle, WA). 

Using this extracellular domain homology screen, consensus DNA sequences were assembled relative 
to the other identified EST sequences using phrap. In addition, the consensus DNA sequences obtained were 
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often (but not always) extended using repeated cycles of BLAST and phrap to extend the consensus sequence 
as far as possible using the sources of EST sequences discussed above. 

Based upon the consensus sequences obtained as described above, oligonucleotides were then 
synthesized and used to identify by PCR a cDNA library that contained the sequence of interest and for use as 
probes to isolate a clone of the full-length coding sequence for a PRO polypeptide. Forward (.f) and reverse 
5 (.r) PCR primers generally range from 20 to 30 nucleotides and are often designed to give a PCR product of 
about 100-1000 bp in length. The probe (.p) sequences are typically 40-55 bp in length. In some cases, 
additional oligonucleotides are synthesized when the consensus sequence is greater than about 1 - 1 .5kbp. In order 
to screen several libraries for a full-length clone, DNA from the libraries was screened by PCR amplification, 
as per Ausubel et ah, Current Protocols in M olecular Biology , with the PCR primer pair. A positive library 
10 was then used to isoiate.clones encoding the gene of interest; using the. probe oligonucleotide and one of the 
primer pairs; . , 

The cDNA libraries used to isolate the cDN A clones were constructed by standard methods using 
commercially available reagents such as those from Invitrogen, San Diego, CA. The cDNA was primed with , 
oligo dT containing a NotI site, linked with blunt to Sail hemikinased adaptors, cleaved with NotI, sized 
15 appropriately by gel electrophoresis,, and cloned in a defined orientation into a suitable cloning vector (such as 
pRKB or pRKD; pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Holmes et al., Science : 
253:1278-1280(1991)) in the unique Xhoiand NotI sites.. 

EXAMPLE 2: Isolation of cDNA clones bv Amylase Screening : - 

20 1. Preparation of oligo dT primed cDNA lihrarv 

mRNA was isolated from a human tissue of interest using reagents and protocols from Invitrogen, San 

Diego, CA (Fast Track 2). This RNA was used to generate an oligo dT primed cDNA library in the vector 

pRK5D using reagents and protocols from Life Technologies, Gaithersburg, MI>(Super Script Plasmid System). 

In this procedure, the double stranded cDNA was sized to greater than 1000 bp and the Sall/NotI Hnkered cDNA 
25 was cloned into XhoI/NotI cleaved vector. pRK5D is a cloning vector that has an sp6 transcription initiation 

site followed by an Sfil restriction enzyme site preceding the Xhol/Nott cDN A cloning sites. 

2. Preparation of random primed cDNA library 

A secondary cDN A library was generated in order to preferentially represent the 5 ' ends of the primary 
30 cDNA clones. Sp6 RNA was generated from the primary library (described above), and this RNA was used 
to generate a random primed cDNA library in the vector pSST-AMY.O using reagents and protocols from Life 
Technologies (Super Script Plasmid System, referenced above). In this procedure the double stranded cDNA 
was sized to 500-1000 bp, linkered with blunt to NotI adaptors, cleaved with Sfil; and cloned into Sfil/NotI 
cleaved vector. pSST-AMY.O is a cloning vector that has a yeast alcohol dehydrogenase promoter preceding 
35 the cDNA cloning sites and the mouse amylase sequence (the mature sequence without the secretion signal) 
followed by the yeast alcohol dehydrogenase terminator, after the cloning sites. Thus, cDNAs cloned into this 
vector that are fused in frame with amylase sequence will lead to the secretion of amylase from appropriately 
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for 15 minutes, and the reaction vessel centrifuged in a microfuge at 12,000 rpm for 5-10 seconds, decanted and 
resuspended into TE (500 M l, 10 mM Tris-HCl, 1 mM EDTA pH 7.5) followed by recemrifugation. The cells 
were then diluted into TE (1 ml) and aliquots (200 fx\) were spread onto the selective media previously prepared 
in 150 mm growth plates (VWR). 

Alternatively, instead of multiple small reactions, the transformation was performed using a single, large 
5 scale reaction, wherein reagent amounts were scaled up accordingly. 

The selective media used was a synthetic complete dextrose agar lacking uracil (SCD-Ura) prepared as 
described in Kaiser et aL, Methods in Yeast Genetics Cold Spring Harbor Press, Cold Spring Harbor, NY, p. 
208-210(1994). Transformants were grown at 30° C for 2-3 days. 

The detection of colonies secreting amylase was performed by. including red starch in the selective 
10 growth media. Starch was coupled to the red dye (Reactive Red-120, Sigma) as per the procedure described by 
Biely et aL, Anal. Biochem., J72: 176-179 (1988). The coupled starch was incorporated into the SCD-Ura agar 
plates at a final concentration of 0. 15 % (w/v), and was buffered with potassium phosphate to a pH of 7.0 (50- 
100 mM final concentration).. 

The positive colonies were picked and streaked across fresh selective media (onto 150 mm plates) in 
15 order to obtain well isolated and identifiable single colonies. Well isolated single colonies positive for amylase 
secretion were detected by direct incorporation of red starch into buffered SCD-Ura agar. Positive colonies were 
determined by their ability to break down starch resulting in a clear halo around the positive colony visualized 
directly. ^ , , 

20 4. Isolation of DNA bv PCR Amplification 

When a positive colony was isolated, a portion of it was picked by a toothpick and diluted into sterile 
water (30 pi) in a 96 well plate. At this time, the positive colonies were either frozen and stored for subsequent 
analysis or immediately amplified. An aliquot of cells (5 /d) was used as a template for the PCR reaction in a 
25 fx\ volume containing: 0.5 pX Klentaq (Ciontech, Palo Alto; CA); 4.0 (xl 10 mM dNTP's (Perkin Elmer- 
25 Cetus); 2.5 fil Kentaq buffer (Ciontech); 0.25 fil forward oligo 1 ; 0.25 pi reverse oiigo 2; 1 2.5 fii distilled water. 
The sequence of the forward oligonucleotide 1 was: 

5 * -TGTAA AACGACGGCC AG TTAAATAG ACC^GC AATTATTA ATCT -3 T (SEQ ID NO:324) 
The sequence of reverse oligonucleotide 2 was: 

5 '-CAGGAAACAGCTATGACC ACCTGC ACACCTGCAAATCCATT -3 ' (SEQ ID NO:325) 
30 PCR was then performed as follows: 



35 



a. 




Denature 


92°C, 


5 minutes 


b. 


3 cycles of: 


Denature 


92 C C, 


30 seconds 






Anneal 


59°C, 


30 seconds 






Extend 


72°C, 


60 seconds 


c. 


3 cycles of: 


Denature 


92°C, 


30 seconds 






Anneal 


57°C, 


30 seconds 






Extend 


72°C, 


60 seconds 



40 
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has been deposited with ATCC. 

Analysis of the amino acid sequence of the full-length PR0213 polypeptide suggests that a portion of 
it possesses significant homology to the human growth arrest-specific gene 6 protein. More specifically, an 
analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant homology between the 
PR0213 amino acid sequence and the following Dayhoff sequences, HSMHC3W5AJ5 and B48089. 

5 

EXAMPLE 4: Isolation of cDNA Clones Encoding Human PRQ274 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA36469. Based on the DNA36469 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 

10 the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0274. ESTs proprietary to Genentech were employed in the consensus assembly. The ESTs are shown in 
Figures 5-7 and are herein designated DNA17873, DNA36157 and DNA28929, respectively. 

Pairs of PGR primers (forward and reverse) were synthesized: . ' . :.r.-. : 

forward PCR primer 1 (36469.fi) 5 ' -CTGATCCGGTTCTTGGTGCGCCTG-3 (SEQ ID NO: 1 1) V 

15 forward PCR primer 2 (36469. f2\ S^CTCTcrrr ArTrArr.rT^>' - - (SEQ ID NO:12) 
forward PCR primer 3 (36469 V-Tr ArrTC-rrnnnTnjnnn r : (SEQ ID; NO: 13) 

forward PCR primer 4 (36469 fd\ S'-rrrrrrfirrArr^Ar.TTP (SEQ ID NO: 14) 

reverse PCR primer 1 (36469.rl) 5 ' -GGC AA AGTCCACTCCGATGATGTC-3 * (SEQ rp NO:15) 
reverse PCR primer 2 (36469.r2) 5 1 -GCCTGCTGTGGTCAGAGGTCTCCG-3 ' (SEQ ID NO: 16) 
20 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA36469 
sequence which had the following nucleotide sequence 

hybridizati on probe (36469.pl ) . \ 

5 -TCGGGGAGCAGGCCTTGA ACCGGGGCATTGCTGCTGTCA AGGAGG-3 1 (SEQ lD NO:17) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
25 screened by PCR amplification with the PCR primer pair identified above: A positive library was then used to 
isolate clones encoding the PR0274 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal liver tissue (LIB229). 

DNA sequencing of the clones isolated as described above gave the full-Ierigth DNA sequence for 
PR0274 [herein designated as UNQ241 (DNA39987-1 184)] (SEQ ID NO:l) and the derived protein sequence 
30 forPR0274. 

The entire nucleotide sequence of UNQ241 (DNA39987-1 184) is shown in Figure 3 (SEQ ID NO:6). 
Clone UNQ241 (DNA39987-1 184) contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 83-85 and ending at the stop codon at nucleotidepositions 1559-1561 (Figure 3). The 
predicted polypeptide precursor is 492 amino acids long (Figure 4), has an estimated molecular weight of about 
35 54,241 daltons and an estimated pi of about 8.21 . Clone UNQ241 (DNA39987-1 184) has been deposited with 
ATCC and is assigned ATCC deposit no. 209786. 
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Analysis of the amino acid sequence of the full-length PR0274 polypeptide suggests that it possesses 
significant homology to the Fn54 protein. More specifically, an analysis of the Dayhoff database (version 35.45 
SwissProt 35) evidenced significant homology between the PR0274 amino acid sequence and the following 
Dayhoff sequences. MMFN54S2_1, MMFN54S1_1, CELF48C1_8. CEF38B7_6, PRP3RAT, INL3_PIG, 
MTCY07A7_13, YNAXKLEAE, A47234 and HME2MOUSE. 

EXAMPLE 5: Isolation of cDNA Clones Encoding Human PRO30Q 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA35930. Based on the DNA35930 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO300. 

Forward and reverse PCR primers were synthesized: 
forward PCR primer 1 (35930.fi) 5 ' -GCCGCCTCATCTTCACGTTCTTCC-3 ' (SEQ ID NO:20) 
forward PCR primer 2 (35930. fj) 5 ' -TCATCCAGCTGGTGCTGCTC-3 ' (SEQ ID NO:21) 

15 forward PCR nrimer 3 (35930 S^rtTrnrrArTTr-rr mqG y (C£Q m UQ 22} 
forward PCR primer 4 r3593n f4V v.rrTr.rar'A a a, a, a T ^ a_ ac y (SEQ , D NO:23) 
reverse PCR primer 1 (3593Q.r1) 5 ' -C AGG A ATGTAGAAGGCACCCACGG-3 ' (SEQ ID NO:24) 
reverse PCR primer 2 (3S93Q,r2) 5 '-TGGCACAGATCTTCACCCACACGG-3 ' (SEQIDNO:25) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA35930 

20 sequence which had the following nucleotide sequence 
hybridization probe (3593Q.pH 

5 '-TGTCCATCATTATGCTGAGCCCGGGCGTGGAGAGTCAGCTCTACAAGCTG-3 ' (SEQ ID NO:26) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
25 isolate clones encoding the PRO300 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO300 [herein designated as UNQ263 (DNA40625-1 189)] (SEQ ID NO: 18) and the derived protein sequence 
forPRO300. 

30 The entire nucleotide sequence of UNQ263 (DNA40625-1 189) is shown in Figure 8 (SEQ ID NO: 18). 

Clone UNQ263 (DNA40625-1 189) contains a single open reading frame with an apparent translation^ initiation 
site at nucleotide positions 45-47 and ending at the stop codon at nucleotide positions 1416-1418 (Figure 8). The 
predicted polypeptide precursor is 457 amino acids long (Figure 9). Clone UNQ263 (DNA40625-1 1 89) has been 
deposited with ATCC and is assigned ATCC deposit no. 209788. 

Analysis of the amino acid sequence of the full-length PRO300 polypeptide suggests that portions of 
it possess significant homology to the Diff 33 protein. More specifically, an analysis of the Dayhoff database 
(version 35.45 SwissProt 35) evidenced significant homology between the PRO300 amino acid sequence and the 

236 



35 



BNSDOCtD: <WO 0053756A2_I_> 



WO 00/53756 



PCT/US00/04341 



following Dayhoff sequence, HSU49188 1. 

EXAMPLE 6: Isolation o f cDNA Clones Encoding Human PRQ284 

Two cDNA sequences were isolated in the* amylase screen described in Example 2 and those cDNA 
sequences are herein designated DN A 1 2982 (see Figure 12; human placenta-derived) and DNA 1 5886 (see Figure 
5 13; human salivary gland-derived). The DNA 12982 and DNA15886 sequences were then clustered and aligned, 
giving rise to a consensus nucleotide sequence herein designated DNA 18832. 

Based on the DNA 18832 consensus sequence, oligonucleotide probes were generated and used to screen 
a human placenta library (LIB89) prepared as described in paragraph 1 of Example 2 above.. The cloning vector 
was pRK5B (pRK5B is a precursor of pRKSD that does not contain the Sfil site; see, Holmes et al., Science . 
10 253: 1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 
PGR primers (forward and reverse) were synthesized: 
forward PCR primer 1 (18832.est.f) 5'-TCGTACAGTTACGCTCTCCC-3 , (SEQ ID NO:31) 
forward PCR primer 2 (18832.Q 5 '-CTTGAGGAGCGTCAGAAGCG-3 * (SEQ ID NO:32) 
reverse PCR primer H8832.rt 5 '-ATA ACGAATGAAGCCTCGTG-3 ' (SEQ ID NO:33) 
15 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA18832 sequence 
which had the following nucleotide sequence 
hybridization probe H8832.pV 

5 '-GCTAATATCTGTAAGACGGCAGCTACAGCAGGCATCATTG-3 1 (SEQ ID NO:34) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

20 screened by PCR amplification with the PCR primer pairs identified above. A positive library was then used 
to isolate clones encoding the PR0284 gene using the probe oligonucleotide and one of the PCR primers. 

A full length clone was identified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 167-169 and ending at the stop codon found at nucleotide 
positions 1022-1024 (Figure 10; SEQ ID NO:27). The predicted polypeptide precursor is 285 amino acids long, 

25 has a calculated molecular weight of approximately 32, 190 daltons and an estimated pi of approximately 9.03. 
Analysis of the full-length PR0284 sequence shown in Figure 1 1 (SEQ ID NO:28) evidences the presence of 
the following: a signal peptide from about amino acid 1 to about amino acid 24, transmembrane domains from 
about amino acid 76 to about amino acid 96 and from about amino acid 171 to about amino acid 195 and a 
potential N-glycosylation site from about amino acid 153 to about amino acid 156. Clone UNQ247 (DNA233 18- 

30 1211) has been deposited with ATCC on April 21, 1998 and is assigned ATCC deposit no. 209787. 

Analysis of the amino acid sequence of the full-length PR0284 polypeptide suggests that it possesses 
no significant sequence similarity to any known protein. However, an analysis of the Dayhoff database (version 
35.45 SwissProt 35) evidenced some degree of homology between the PR0284 amino acid sequence and the 
following Dayhoff sequences, JQ0124, CELE04A4_5, AB006451_1, AF030162J , IM23_YEAST, S71194, 

35 NIA_CUCMA, IM17_ YEAST, 150479 and HUMZFHP_1. 



237 

BNSDOCID: <WO 0O53756A2_l_> 



WO 00/53756 



PCT/US00/04341 



EXAMPLE 7 : Isolation of cDNA Clones Encoding Human PRQ296 

A cDNA sequence isolated in the amylase screen as described in Example 2 above was found, by 
BLAST and FastA sequence alignment, to have sequence homology to a nucleotide sequence encoding sarcoma- 
associated protein SAS. This cDN A sequence is herein designated DNA2302O (see Figure 16). The DNA23020 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
5 databases (e.g., GenBank) and a proprietary EST DNA 'database (LIFESEQ™, Ihcyte Pharmaceuticals, Palo 
Alto, CA) to identify existing homologies. The homology search was performed using the computer program 
BLAST or BLAST2 (Altshul et al., Methods in Enzvmolop Y ?** ^n_A«n (1995)). Those comparisons resulting 
in a BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
10 Seattle, Washington; http://bozeman.mbt.washington.edu/phrap.docs/phrap.html). The consensus sequence 
obtained therefrom is herein designated DNA35858. Two proprietary Genentech ESTs were employed in the 
assembly wherein those EST sequences are herein identified as DNA2 1971 (Figure 17; SEQ ID NO: 38) and 
DNA29037 (Figure 18; SEQ ID NO:39): 

Based on the DNA35858 consensus sequence, oligonucleotide probes were generated and used to screen 
15 a human kidney library (LIB228) library prepared as described in paragraph 1 of Example 2 above. The cloning 
vector was pRK5B (pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Holmes et al., 
Scjence, 253 : 1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. ■ 

PCR primers (forward and reverse) were synthesized: 
forward PGR primer 1 (358S8.fn 5 '-ACCCACGTCTGCGTTGCTGCC-3 ' (SEQ ID NO:40) 
20 forward PCR primer 2 (358S8.ra V.f T AfiAATATnrTr.r. A r^r T r f r (SEQ ID NO:41) 

reverse PCR primer (35858 rH 5 ' -AGGAATGC ACTAGGATTCGCGCGG-3 ' (SEQ ID NO:42) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA35858 
sequence which had the following nucleotide sequence - 
hybridization probe (35858:plV 
25 5 * -GGCCCCAAAGGC A AGGACAAAGCAGCTGTCAGGGA ACCTCCGCCG-3 ' (SEQ ID NO:43) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0296 gene using the probe oligonucleotide and one of the PCR primers. 

A full length clone was identified that contained a single open reading frame with an apparent 
30 translational initiation site at nucleotide positions 174^176 and ending at the stop codon found at nucleotide 
positions 786-788 (Figure 14; SEQ ID NO:35). The predicted polypeptide precursor is 204 amino acids long, 
has a calculated molecular weight of approximately 22, 147 daltons and an estimated pi of approximately 8.37. 
Analysis of the full-length PR0296 sequence shown in Figure 15 (SEQ ID NO:36) evidences the presence of 
the following: a signal peptide from about amino acid 1 to about amino acid 34 and transmembrane domains from 
35 about amino acid 47 to about amino acid 63, from about amino acid 72 to about amino acid 95 and from about 
amino acid 162 to about amino acid 182. Clone UNQ260 (DNA39979-1213) has been deposited with ATCC 
on April 21, 1998 and is assigned ATCC deposit no. 209789. 
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Analysis of the amino acid sequence of the full-length PR0296 polypeptide suggests that it possesses 
significant sequence similarity to the sarcoma-amplified SAS protein, thereby indicating that PR0296 may be 
a novel SAS homolog. More specifically; an analysis of the Dayhoff database (version 35.45 SwissProt 35) 
evidenced significant homology between the PR0296 amino acid sequence and the following Dayhoff sequences, 
158391, GEN1 1061, SSC2B04J, HSU81031_2, CD63_RAT, CD63_MOUSE, CD63_HUMAN, AF022813_1, 
5 CD63_RABIT and CO02HUMAN. 



EXAMPLE 8 : Isolation of cDNA Clones Encoding Human PRQ329 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA35612. Based on the DNA35612 
10 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0329. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 1 (3561 2 fn S'-Tnr.nrrnTnTrrfr^r^ v (SEQ ID NO:46) 

15 forward PCR primer 2 (35612^ V-TTTrrAnrnrrA Arrr T r r (SEQ ID NO:47) 

reverse PCR primer 1 (35612.H) 5 * - AGTTCTTGG ACTGTGATAGCCAC-3 * (SEQ ID NO:48) 
reverse PCR primer 2 (35612 ^ 5 1 - A AACTTGGTTGTCCTC AGTGGCTG-3 * (SEQ ID NO:49) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA35612 
sequence which had the following nucleotide sequence 

20 hybridization probe (35612.pl) 

5 '-GTGAGGGACCTGTCTGC ACTGAGGAG AGCAGCTGCCACACGGAGG-3 ' (SEQ ID NO:50) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pairs identified above. A positive library was then used 

to isolate clones encoding the PR0329 gene using the probe oligonucleotide and one of the PCR primers. RNA 
25 for construction of the cDNA libraries was isolated from human fetal liver tissue (LIB6). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR0329 [herein designated as UNQ291 (DNA40594-1233)] (SEQ ID NO:44) and the derived protein sequence 

for PR0329. 

The entire nucleotide sequence of UNQ291 (DNA40594-1233) is shown in Figure 19 (SEQ ID NO:44). 

30 Clone UNQ29 1 (DN A40594- 1 233) contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 9-1 1 and ending at the stop codon at nucleotide positions 1086-1088 (Figure 19). The 
predicted polypeptide precursor is 359 amino acids long (Figure 20). The full-length PR0329 protein shown 
in Figure 20 has an estimated molecular weight of about 38,899 daltons and a pi of about 5.21 . Clone UNQ291 
(DNA40594-1233) has been deposited with ATCC on February 5, 1998 and is assigned ATCC deposit no. 

35 209617. 

Analysis of the amino acid sequence of the full-length PR0329 polypeptide suggests that it possesses 
significant sequence similarity to a high affinity immunoglobulin F c receptor protein. More specifically, an 
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analysis of the Dayhoff database (version 35 45 Swi^Pmr 

PRrmo . ^ssProt 35) evidenced significant homology between the 

PRG329 ammo acd sequence and the lowing Dayhoff sequences. FCG1 HUMAN FCGO HUMAN 

P_R91439,P_R22549,P_R91438,P W00859.P R20811 P R, 2550 HIIMrn „ , FCG °- HUMAN ' 

- UQ1 1 * F _ K ^550, HUMCD6406 1 and FCG1MOUSE. 

EXAMB16 9: Isolation „f -r™, a ^| r — rrn||in| , H|mjn 

5 above t "T "~ ""'^ re,a " Ve '° 2 ^ ° f EST - *— ■■ ■ 

bove, wheretn the consensus ^ ob , aiMd , s herein telgMied dna4225? b ^ P 

consensus ^.oligonucleotides we« s _ „ „ iden , ify by rcR . cDNA 

* of .nteres, and 2) for . „ probes to ^ . done rf ^ fan iengft ^ - 

!0 PCR primers (forward and reverse) were synthesized- 

forward PCR pHmer 1 ( 4^ 7 fl) 5 ' -TATCCCTCCAATTG AGCACCCTGG-3 ' (SEQ ID NG 53) 
f orward P CR pri m . r 7 , 42257^ 5 -GTCGGAAG ACATCCCAACA AG-3 ' (SEQ ID NO'54) 
a verse PCR primer 1 ( 4^7 r, ) , 5 -CTTCACAATGTCGCTGTGCTGCTC-3 ' (SEQ ID NO-55) 

ID NO;5 

Addtnonany a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA42257 
sequence whtch had the following nucleotide sequence ™4;257 
hvbridi7.ati on probe (42257.pt) 

5'-TGGATGACCGGAGCCACTACACGTGTGAAGTCACCTGGCAGACTCCTGAT-3* ( SEQ ,D NO-57, 
20 sere £ Tl " """" ' °' * ft "'- lme,h DNA <*» «» was 

r T" 8 " 00 "" h *• primer Pairs ™ ab °~' A -* J 

» .solat, Cones encod.ng the PR0 3„ 2 gene „ si „g Ihe prob e o,^^ and one of Ihe ^ RfJA 
for construction of the CDNA libraries was ^ frora „,„,„, feM ^ _ (UB1J3) 

PR03 62 r- T""" 8 " f " ^ iSOU,ed " d "* ,d ab ° V « DNA ^r 

25 IrS" " ,deS ' gMKdaSUNQ3 " <DNA ^^'^'>HSE Q ,D N 0 :5 „, rrf , h e tei ve,p,„« in ^ u e nM 

O , nl^T* ° nCle0ttdC Se " lenCe<>f UN " 3 " rt>NA454,o- I 25 1 ) i, shown a, F,g„re 21 (SEQ 1D no . 5I) 
site at (DNA4541 6-1 2 5 1 ) contains a single open reading frame with an apparent translational initiation 

sue a, nucleottdepostttons , ,o. 121 ^ ending at ^ ^ _ ^ ^ 

PR036 2 polypeptide as show. , Figure * evidences the presence of, g, y cosanCZ 

acid 276 to about ammo acid 306. Clone UNQ317 i^n h « * ^ • 

c . w^yoi/ (UNA45416-1251) has been deposited with ATCC on 

February 5. 1998 and is assigned ATCC deposit no. 209620. 

^ si £ nific M r iySiS ° f ^ 3min0 ^ Se " UenCe ° f fi,I1 - len8th PR ° 362 P0 ' yPeptide S ^ *« it.po-e^ 
rHT" ^^"^^^^-^^HCARprotem. More specificaUy. an analysis 
the Dayhoff database (version 35.45 SwissProt 35) evidenced significant homo.ogy between the PRG362 
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amino acid sequence and the following Dayhoff sequences, AB002341 1, HSU55258_1, HSC7NRCAM 1, 
RNU81037J, A33_HUMAN, P VV14158, NMNCAMRIl, HSTITINN2_1, S71824_l and HSU63041_L 

EXAMPLE 10 : Isolation of cDNA Clones Encoding Human PRQ363 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
5 above, wherein the consensus sequence obtained is herein designated DNA42828. Based on the DNA42828 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0363. 

A pair of PCR primers (forward and reverse) were synthesized: 
10 forward PCR primer (42828.fl) 5 ' -CC AGTGC AC AGC AGGGA ACG AAGC-3 ' (SEQ ID NO:60) 
reverse PCR primer (42828.rH 5 ' - ACT AGGCTGTATGCCTGGGTGGGC-3 * (SEQ ID NO:61) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA42828 
sequence which had the following nucleotide sequence 
hybridization probe (42828.pl) 
15 5 ' -GTATGTAC AA AGCATCGGC ATGGTTGCAGG AGCAGTG AC AGGC-3 ' (SEQ ID NO:62) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0363 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 
20 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR0363 [herein designated as UNQ318 (DNA45419-1252)] (SEQ ID NO:58) and the derived protein sequence 
forPR0363. 

The entire nucleotide sequence of UNQ3 18 (DNA454 1 9-1252) is shown in Figure 23 (SEQ ID NO:58). 
Clone UNQ3 1 8 (DNA454 1 9- 1 252) contains a single open reading frame with an apparent translational initiation 

25 site at nucleotide positions 190-192 and ending at the stop codon at nucleotide positions 1309-131 1 (Figure 23). 
The predicted polypeptide precursor is 373 amino acids long (Figure 54). The full-length PR0363 protein 
shown in Figure 24 has an estimated molecular weight of about 41,281 daltons and a pi of about 8.33. A 
transmembrane domain exists at amino acids 221 to 254 of the amino acid sequence shown in Figure 24 (SEQ 
ID NO:59). The PR0363 polypeptide also possesses at least two myelin P0 protein domains from about amino 

30 acids 15 to 56 and from about amino acids 87 to 116. Clone UNQ318 (DNA45419-1252) has been deposited 
with ATCC on February 5, 1998 and is assigned ATCC deposit no. 209616. 

Analysis of the amino acid sequence of the full-length PR0363 polypeptide suggests that it possesses 
significant sequence similarity to the cell surface protein HCAR, thereby indicating that PR0363 may be a novel 
HCAR homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 

35 significant homology between the PR0363 amino acid sequence and the following Dayhoff sequences, 
HS46KDA_1, HSU90716_1, MMCARH l, MMCARHOM_l , MMU90715J, A33 HUMAN, P W14146, 
P_W14158, A42632 and B42632. 
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B2CAMPLEH: Isolation of cDNA Clan** F—h^ u ..^ n 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example , 
bove, wherein the consensus serene o b ta ined is herein deslgnat ed DNA38.33. Based on the DNA38133 
consensus sequence, oiigonucleotides were synthesized: 1) to identify by PCR a cDNA Horary that contained 
5 P™ mtereSt ' " ^ ^ 35 Pr0bCS t0 iSOl3te ' *" " - ~ -I g sequence J 
A pair of PCR primers (forward and reverse) were synthesized- 
forward PCR primer (3.133 f.) 5 -GTAGCAGTGCACATGGGGTGTTGG-3 ' (SEQ FD N065) 

( SEQrDNO:6 6 ) 

Additionally a synthetic oligonucleotide hybridization probe was coveted from the consensus DNA38133 
» sequence which had the following nucleotide sequence / 
hybridizati on probe r3«m p i) . 

5 -ACCATOATCGCGGGCTCCCTTCrcCTGCrtCOXTTCCTTALACCA^ «*, , d n0 67) 

t TO " T" ""^ " terteS *' ™* *- * '^Hes „ as 

screen* b, PCR a™ p „r^K,„ wifl, toe PCR primer pair ^ A ^ 

for „ t the cDNA „w es ^ ^ fram hraMn fet> , ^ ^ ^ 

The entire nucleotide sequence of UNQ437 CDNA52S04 1 97n\ u ^ 
m ttxt^.o, ^ / ^ NA52594 " 1270 > is shown in Figure 25 (SEQ ID N6*63) 

-«»«'-*P0^3 2 5:3 2 7^^ tagacdlestopcodonalllucJeolide WM^W 

^.^x^^^^^ , M5 ^^, PIOfa i, 8 . 22 . i": 

34 of , he _ ^ 26 (SEQ ID NO;3) , . TNFR dea* ^ ^ ^ ^ „ „ 

I^h.s^depo.iw^ATCc^M^,, 1M8 ^. s ^ dATcc ^ s . ta() ^ 

rln u 8 D * yh0,f "«»«»-«. W -J**-**. P R *»50. HSU94 32 , 

CD40HUMAN. S,33«M, TNR2 HUMAN, MVU87844 1 AND CVU87837 . " 
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EXAMPLE 12: Isolation of cDNA Clones EnrnHing Human PRQ382 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA30892. Based on the DNA30892 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
5 PR0382. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 , -TGACATCGCCCTTATGAAGCTGGC-3 f (SEQ ID NO:70) 
reverse PCR primer 5' -TACACGTCCCTGTGGTTGCAGATC-3 ' (SEQ ID NO:71) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA30892 
10 sequence which had the following nucleotide sequence 
hybridization probe 

5 ^CGTTCAATGCAGAAATGATCCAGCCTGTGTGCCTGCCCAACTCTGAAGAG-S * (SEQ ID NO:72) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
15 isolate clones encoding the PR0382 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0382 [herein designated as UNQ323 (DNA45234-1277)] (SEQ ID NO:68) and the derived protein sequence 
forPR0382. 

20 The entire nucleotide sequence of UNQ323 (DNA45234-I277) is shown in Figure 27 (SEQ ID NO:68). 

Clone UNQ323 (DNA45234-1277) contains a single open reading frame with an apparent translations initiation 
site at nucleotide positions 126-128 and ending at the stop codon at nucleotide positions 1485-1487 (Figure 27). 
The predicted polypeptide precursor is 453 amino acids long (Figure 28). The full-length PR0382 protein 
shown in Figure 28 has an estimated molecular weight of about 49,334 daltons and a pi of about 6.32. Analysis 

25 of the native PR0382 amino acid sequence shown in Figure 28 (SEQ ID NO:69) indicates the presence of a 
putative transmembrane domain from about amino acid 240 to about amino acid 284, a putative signal peptide 
at about amino acid 1 to about amino acid 20, a putative apple domain at about amino acid 386 to about amino 
acid 419, a putative Kringle domain at about amino acid 394 to about arnino acid 406 and a histidine-containing 
protease active site at about amino acid 253 to about amino acid 258. Clone UNQ323 (DNA45234-1277) has 

30 been deposited with ATCC on March 5, 1998 and is assigned ATCC deposit no. 209654. 

Analysis of the amino acid sequence of the full-length PR0382 polypeptide suggests that it possess 
significant homology to serine protease proteins, thereby indicating that PR0382 may be a novel serine protease. 
Specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant homology 
between the PR0382 amino acid sequence and the following Dayhoff sequences, HSU75329 1, 

35 ENTKJvlOUSE, HEPS_HUMAN, AF030065_1, HEPS_RAT, PLMN_PIG, P_R89430, P_R89435, 
PLMN_HORSE, PLMN_BOVIN and P_R83959. 
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EXAMPLE 13: Isolation of cDNA Clones Encoding Human PRQ54S 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA44706. An EST proprietary to 
Genentech was employed in the consensus assembly and is herein designated DNA 132 17 (Figure 3 1 ; SEQ ID 
NO:75). Based on the DNA44706 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR 
a cDNA library that contained the sequence of interest, and 2) for use as probes to isolate a clone of the full- 
length coding sequence for PR0545. 

Forward and reverse PCR primers were synthesized: 
forward PCR primer 1 5 ' -GTCTCAGCACGTGTTCTGGTCTC AGGG-3 ' (SEQ ID NO:76) 
forward PCR niWr ? V-C ATa Ann Avnvnr a nrzr^ v (SEQ ID NO :77) 
forward PCR primer 3 5'-TACCTGCACGATGGGCAC-3* (SEQ ID NO:78) 
forward PCR primer 4 5'-CACTGGGCACCTCCCTTC-3' (SEQ ID NO:79) 
reverse PCR primer 1 5•-CTCCAGGCTGGTCTCCAAGTCCTTCC-3 , (SEQ ID NO:80) 
reverse PCR primer 2 5 , -TCCCTGTTGGACTCTGCAGCTTCC-3 , (SEQ ID NO:81) 
reverse PCR primer 3 5 '-CTTCGCTGGG AAGAGTTTG-3 ' (SEQ ID NQ:82) 
15 Additionally, a synthetic oligonucleotide hybridization probe_Wiis constructed from the consensus DNA44706 
sequence which had the following nucleotide sequence 
hybridization probe 

5 -GTGC AACCAACAGATAC AA ACTCTTCCCAGCGAAGAAGCTG AAAAGCGTC-3 ' 
(SEQIDNO:83) 

20 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PR0545 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human placenta tissue (LIB90). 

DNA sequencing, of the clones isolated as described above gave the full-length DNA sequence for 

25 PR0545 [herein designated as UNQ346 (DNA49624-1279)] (SEQ ID NO:73) and the derived protein sequence 
forPR0545. 

The entire nucleotide sequence of UNQ346 (DNA49624-1279) is shown in Figure 29 (SEQ ID NO:73). 
Clone UNQ346 (DNA49624-1279) contains a single open reading frame with an apparent translations initiation 
site at nucleotide positions 3 1 1-313 and ending at the stop codon at nucleotide positions 2516-25 18 (Figure 29). 

30 The predicted polypeptide precursor is 735 amino acids long (Figure 30). The full-length PR0545 protein 
shown in Figure 30 has an estimated molecular weight of about 80, 177 daltons and a pi of about 7.08. Important 
regions of the PR0545 amino acid sequence include the signal peptide, corresponding to amino acids 1-28, five 
potential N-glycosylation sites, from about amino acid 111-114, amino acids 146-149, amino acids 348-351, 
amino acids 449-452, and amino acids 648-651, and a neutral zinc metallopeptidase, zinc-binding region 

35 signature sequence, from about amino acids 344-353. Clone UNQ346 (DNA49624-1279) has been deposited 
with ATCC and is assigned ATCC deposit no. 209655. 
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EXAMPLE 14 : Isolation of cDNA Clones Encoding Hum an PRQ617 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA42798. Based on the DNA42798 
sequence, oligonucleotides were synthesized: 1 ) to identify by PGR a cDNA library that contained the sequence 
of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for PR0617. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 ' -ACGGGCAC ACTGGATCCC AAATG-3 ' (SEQ ID NO:86) 
reverse PCR primer 5 * -GGTAG AGATGT AG A AGGGCAAGC A AG ACC-3 ' (SEQ ID NO:87) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA42798 
sequence which had the following nucleotide sequence 

0 

hybridization probe / 

5 -GCTCCCTACCCGTGC AGGTTTCTTC ATTTGTTCCTTTAACC AGTATGCCG-3 ' (SEQ ID NO:88) 

In order to screen several libraries for a source of a rull-lerigth clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0617 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0617 [herein designated as UNQ353 (DNA48309-1280)] (SEQ ID NO: 1) and the derived protein sequence 
for PR0617. 

The entire nucleotide sequence of UNQ353 (DNA48309-1280) is shown in Figure 32 (SEQ ID NO:84). 
Clone UNQ353 (DNA48309-1280) contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 723-725 and ending at the stop codon at nucleotide positions 924-926 (Figure 32). 
The predicted polypeptide precursor is 67 amino acids long (Figure 33). The full-length PR0617 protein shown 
in Figure 33 has an estimated molecular weight of about 6,981 daltons and a pi of about 7.47. Analysis of the 
PR0617 amino acid sequence also evidences the existence of a putative signal peptide from about amino acid 
15 to about amino acid 27 and a putative protein kinase C phosphorylation site from about amino acid 41 to about 
amino acid 43. Clone UNQ353 (DNA48309-1280) has been deposited on March 5, 1998 with ATCC and is 
assigned ATCC deposit no. 209656. 

Analysis of the amino acid sequence of the full-length PR0617 polypeptide suggests that it possesses 
significant homology to the CD24 protein, thereby indicating that PR0617 may be a novel CD24 homolog. 
More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant 
homology between the PR0617 amino acid sequence and the following Dayhoff sequences, CD24_HUMAN, 
CD24_MOUSE, S15785, CD24_RAT, VGE BPG4, MSE5JHUMAN, HSMHC3W36A_2, MLU15184_8, P 
R85075, SEPL_HUMAN and MTCY63_13. 

EXAMPLF 1 S- Isolation of cDNA Clones Encoding Human PRO700 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA30837. Based on the DNA30837 
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consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO700. 

Forward and reverse PCR primers were synthesized: 
forward PCR primer 1 5 '-ATGTTCTTCGCGCCCTGGTG-3 ' (SEQ ID NO:91) 

5 forward PCR primer 7. 5-CCAAGCCAACACACTCTACAG-3 1 (SEQ ID NO: 92) 
reverse PCR primer 1 5 ' -AAGTGGTCGCCTTGTGCA ACGTGC-3 ' (SEQ ID NO:93) 
reverse PCR primer 2 5 * -GGTCAAAGGGGATATATCGCCAC-3 ' (SEQ ID NO:94) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA30837 
sequence which had the following nucleotide sequence 
10 hybridization probe 

5 -GC ATGGA AGATGCCAAAGTCTATGTGGCTAAAGTGGACTGCACGGCCCA-3 ' 
(SEQIDNO:95) 

In order to. screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
15 used to isolate clones encoding the PRO700 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO700 [herein designated as UNQ364 (DNA46776-1284)] (SEQ ID NO:89) and the derived protein sequence 
20 fbrPRO700. 

The entire nucleotide sequence of UNQ364 (DNA46776-1284) is shown in Figure 34 (SEQ ID NO:89). 
Clone UNQ364 (DNA46776-1284) contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 33-35 and ending at the stop codon at nucleotide positions 1329-1331 (Figure 34). 
The predicted polypeptide precursor is 432 amino acids long (Figure 35), The full-length PRO700 protein 
shown in Figure 35 has an estimated molecular weight of about 47,629 daltons and a pi of about 5.90. Important 
regions of the amino acid sequence of PRO700 include the signal peptide, corresponding to amino acids from 
about 1 to 33, regions homologous to disulfide isomerase, corresponding to amino acids from about 82-99, 210- 
255, and 345-360, a tyrosine kinase phosphorylation site, corresponding to amino acids from about 143-151, 
and an endoplasmic reticulum targeting sequence, corresponding to amino acids from about 429-432. Clone 
UNQ364 (DNA46776-1284) has been deposited with ATCC and is assigned ATCC Deposit No. 209721. 

EXAMPLE 16: Isolation of cDNA Clones Encoding Human PRO702 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA36623. Based on the DNA36623 
consensus sequence, oligonucleotides were synthesized: 1) to. identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the fulMength coding sequence for 
PRO702. 
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A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer (36623.fl) 5 ' -CGCTG ACTATGTTGCC AAG AGTGG-3 ' (SEQ ID NO:98) 
reverse PCR primer (36623. rQ 5'-GATGATGGAGGCTCCATACCTCAG-3* (SEQ ID NO:99) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA36623 
sequence which had the following nucleotide sequence 
5 hybridization probe (36623. ol> 

5 -GTGTTC ATTGGCGTG AATGACCTTGA AAGGGAGGGAC AGTAC ATGTTC AC-3 ' (SEQ ID NO:100) 
In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 

isolate clones encoding the PRO702 gene using the probe oligonucleotide and one of the PCR primers. RNA 
10 for construction of the cDNA libraries was isolated from human fetal liver tissue (LIB229). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PRO702 [herein designated as UNQ366 (DNA50980-1286)] (SEQ ID NO:96) and the derived protein sequence 

for PRO702. 

The entire nucleotide sequence of UNQ366 (DNA50980-1286) is shown in Figure 36 (SEQ ID NO:96). 

15 Clone UNQ366 (DNA50980-1286) contains a single open reading frame with an apparent translation^ initiation 
site at nucleotide positions 22-24 and ending at the stop codon at nucleotide positions 853-855 (Figure 36). The 
predicted polypeptide precursor is 277 amino acids long (Figure 37). The full-length PRO702 protein shown 
in Figure 37 has an estimated molecular weight of about 30,645 daltons and a pi of about 7.47. Analysis of the 
full-length native PRO702 amino acid sequence evidences the presence of a putative signal peptide from about 

20 amino acid 1 to about amino acid 25, potential N-glycosylation sites from about amino acid 230 to about amino 
acid 233 and from about amino acid 258 to about amino acid 261 and a C-type lectin domain signature sequence 
from about amino acid 248 to about amino acid 270. Clone UNQ366 (DNA50980-1 286) has been deposited with 
ATCC on March 31, 1998 and is assigned ATCC deposit no. 209717. 

Analysis of the amino acid sequence of the full-length PRO702 polypeptide suggests that it possesses 

25 significant sequence similarity to the conglutinin protein, thereby indicating that PRO702 may be a novel 
conglutinin homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) 
evidenced significant homology between the PRO702 amino acid sequence and the following Dayhoff sequences, 
S32436, P_R75642, P _W18780, P_W18781, A53330, AC002528_1, HSPPA2IC0_1, CA21_HUMAN, 
CA14_HUMAN and A61262. 

30 

EXAMPLE 17: Isolation of cDNA Clones Encoding Human PRO70^ 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA43047. Based on the DNA43047 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
35 the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO703. 
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Forward and reverse PCR primers were synthesized: 
forward PCR primer 5 1 -GAGAGCC ATGGGGCTCCACCTG-3 ' (SEQ ID NO : 1 03) 
reverse PCR primer 1 5 ' -GG AG AATGTGGCC AC AAC-3 ' (SEQ ID NO.104) 
reverse PCR primer 2 5 ' -GCCCTGGCACAGTGACTCCATAGACG-3 ' (SEQ ID NO: 105) 
reverse PCR primer 3 5 ' -ATCCACTTCAGCGGACAC-3 ' (SEQ ID NO: 106) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA40654 
sequence which had the following nucleotide sequence 
hybridization probe 

5 '-CCAGTGCCAGGATACCTCTCTTCCCCCCAGAGCATA ACAGACACG-3 ' 
(SEQ ID NO: 107) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with one of the PCR primer pairs identified above, A positive library was then 
used to isolate clones encoding the PRO703 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the, clones isolated as described above gave the full-length DNA sequence for 
PRO703 (herein designated as UNQ367 (DNA50913-1287)] (SEQ ID NO: 101) and the derived protein sequence 
forPRO703. 

The entire nucleotide sequence of UNQ367 (DNA50913-1287) is shown in Figure 38 (SEQ ID 
NO:101). Clone UNQ367 (DNA50913.1287) contains a single open reading frame with an apparent 
translations! initiation site at nucleotide positions 115,117 and ending at the stop codon at nucleotide positions 
2305-2307 (Figure 38). The predicted polypeptide precursor is 730 amino acids long (Figure 39). The 
full-length PRO703 protein shown in Figure 39 has an estimated molecular weight of about 78,644 daltons, and 
a pi of about: 7.65. Important regions of the PRO703 amino acid sequence include the signal peptide, a cAMP- 
and cGMP-dependent protein kinase phosphorylation site, a CUB domain protein motif, N-glycosylation sites 
and a putative AMP-binding domain signature. Clone UNQ367 (DNA50913-1287) has been deposited with 
25 ATCC and is assigned ATCC deposit no. 209716. 

EXAMPLE 18 : Isolation of cDNA O ones Encoding Human PRO70S 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA43437. Based on the DNA43437 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO705. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 ' -A AGCGTGAC AGCGGGCACGTC-3 ' (SEQ ID NO: 1 10) 
35 reverse PCR primer 5'-TGCACAGTCTCTGCAGTGCCCAGG-3' (SEQ ID NO: 11-1) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA43437 
sequence which had the following nucleotide sequence 
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hybridization probe (43437.pl) 

S'-GAATGCTGGAACGGGCACAGCAAAGCCAGATACTTGCCTG-S' (SEQ ID NO: 1 12) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO705 gene using the probe oligonucleotide and one of the PCR primers. RNA 
5 for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO705 [herein designated as UNQ369 (DNA50914-1289)] (SEQ ID NO: 108) and the derived protein sequence 
for PRO705. 

The entire nucleotide sequence of UNQ369 (DNA50914-1289) is shown in Figure 40 (SEQ ID 
10 NO: 108). Clone UNQ369 (DNA509 14- 1289) contains a single open reading frame with an apparent 
translations initiation site at nucleotide positions 566-568 and ending at the stop codon at nucleotide positions 
2231-2233 (Figure 40). The predicted polypeptide precursor is 555 amino acids long (Figure 41). The full- 
length PRO705 protein shown in Figure 41 has an estimated molecular weight of about 62,736 daltons and a pi 
of about 5.36. Analysis of the full-length PRO705 sequence as shown in Figure 41 evidences the presence of 
1 5 the following : a signal peptide from about amino acid 1 to about amino acid 23 , a eukaryotic DNA topoisomerase 
I active site from about amino acid 418 to about amino acid 436, and various regions that show homology to 
various glypican proteins from about amino acid 237 to about amino acid 279, about amino acid 421 to about 
amino acid 458, about amino acid 53 to about amino acid 74, about amino acid 466 to about amino acid 504, 
about amino acid 308 to about amino acid 355, about amino acid 104 to about amino acid 156 and about amino 
20 acid 379 to about amino acid 410. Clone UNQ369 (DNA50914-1289) has been deposited with ATCC on March 
31, 1998 and is assigned ATCC deposit no. 209722. 

Analysis of the amino acid sequence of the full-length PRO705 polypeptide suggests that it possesses 
significant sequence similarity to the K-glypican protein, thereby indicating that PRO705 may be a novel glypican 
protein family member. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) 
25 evidenced significant homology between the PRO705 amino acid sequence and the following Dayhoff sequences, 
GPCK_MOUSE, GLYP_CHICK, GLYP_RAT, GLYPHUMAN , GPC2_RAT, GPC5_HUMAN, 
GPC3_HUMAN, GPC3_RAT, P R30168 and CEC03H12_2. 
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EXAMPLE 19: Isolation of cDNA Clones Encoding Human PRO708 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA34024. Based on the DNA34024 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO708. 

35 A pair of PCR primers (forward and reverse) were synthesized: 

forward PPR primer 5 ■ -CCC A ACCCA ACTGTTTACCTCTGG-3 ' (SEQ ID NO: 115) 
reverse PCR prWr 5 ' -CTCTCTG AGTGTAC ATCTGTGTGG-3 ' (SEQ ID NO: 116) 
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yunaizanon probe was constructed from the consensus DNA34CP4 
sequence which had the following nucleotide sequence 
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A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 ' -CCTCAGTGGCC ACATGCTC ATG-3 ' (SEQ ID NO: 1 20) 
reverse PCR orimer 5 ' -GGCTGC ACGTATGGCTATCC ATAG-3 ' (SEQ ID NO: 121) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA28739 
sequence which had the following nucleotide sequence 
5 hybridization probe 

5 ' -G ATA AACTGTC AGTACAGCTGTG AAGAC ACAGAAG AAGGGCC ACAGTGCC-3 ' (SEQ ID NO: 122) 
In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 

isolate clones encoding the PRO320 gene using the probe oligonucleotide and one of the PCR primers. RNA 
10 for construction of the cDNA libraries was isolated from human fetal lung tissue (LIB25). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PRO320 [herein designated as UNQ281 (DNA32284-1307)] (SEQ ID NO: 1 18) and the derived protein sequence 

for PRO320. 

The entire nucleotide sequence of UNQ281 (DNA32284-1307) is shown in Figure 44 (SEQ ID 
15 NO: 118). Clone UNQ281 (DNA32284-1307) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 135-137 and ending at the stop codon at nucleotide positions 
1149-1151 (Figure 44). The predicted polypeptide precursor is 338 amino acids long (Figure 45). The 
full-length PRO320 protein shown in Figure 45 has an estimated molecular weight of about 37, 143 daltons and 
a pi of about 8.92. Important regions of the PRO320 amino acid sequence include the signal peptide, 
20 corresponding to amino acids 1-21, an EGF-1 ike domain cysteine pattern signature, corresponding to amino acids 
80-91, and three calcium-binding EGF-like domains, corresponding to amino acids 103-124, 230-151 and 185- 
206, respectively. Clone UNQ281 (DNA32284-1307) has been deposited with ATCC and is assigned ATCC 
deposit no. 209670. 

25 EXAMPLE 21 : Isolation of cDN A Clones Encoding Human PRQ324 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA34347. Based on the DNA34347 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

30 PR0324. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 1 5 ' -GCA ATG A ACTGGG AGCTGC-3 * (SEQ ID NO: 125) 
forward PCR primer 2 5 f -CTGTG AATAGC ATCCTGGG-3 * (SEQ ID NO: 1 26) 
forward PCR primer 3 5 ' -CTTTTC AAGCC ACTGG AGGG-3 ' (SEQ ID NO: 127) 

35 reverse PCR primer 1 5 * -CTGTAG AC ATCC AAGCTGGTATCC-3 ' (SEQ ID NO: 128) 

reverse PCR primer 7 5 -A AG AGTCTGCATCCACACCACTC-3 ' (SEQ ID NO: 1 29) 
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Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA34347 
sequence which had the following nucleotide sequence 
hybridization probe 

5 -ACCTGACGCTACTATGGGCCG AGTGGC AGGG ACGACGCCCAGAATG-3 ' (SEQ ID NO:130) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
5 screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then, 
used to isolate clones encoding the PR0324 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human fetal liver tissue (LIB6). 

DNA. sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0324 [herein designated as UNQ285 (DNA36343-1310)] (SEQID NO: 123) and the derived protein sequence 
10 forPR0324. / 

The entire nucleotide sequence of UNQ285 (DNA36343-1310) is shown in Figure 46 (SEQ ID 
NO: 123). Clone. UNQ285 (DNA36343-1310) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 144-146 andending at the stop codon at nucleotide positions 
101 1-1013 (Figure 46). The predicted polypeptide precursor is 289.amino acids long (Figure 47). The full- 

15 length PR0324 protein shown in Figure 47 has an estimated molecular weight of about 32,268 daltons and a pi 
of about 9.21 . Analysis of the PR0324 polypeptide sequence shown in Figure 47. (SEQ ID NO: 124) evidence 
the presence of the following: a signal peptide from about amino acid 1 to about amino acid 31, a transmembrane 
domain from about amino acid 136 to about amino acid 157, tyrosine kinase phosphorylation sites from aboav 
amino acid 106 or about amino acid 107 to about amino acid 1 13 and regions that are homologous to short-chain 

20 alcohol dehydrogenase regions from about amino acid 80 to about amino acid 90, from about amino acid 131 
to about amino acid 168, from about amino acid 1 to about amino acid 13 and from about amino acid 176 to 
about amino acid 185. Clone UNQ285 (DNA36343-1310) has been deposited with ATCC on March 30, 1998 
and is assigned ATCC deposit no. 209718. 

Analysis of the amino acid sequence of the full-length PR0324 polypeptide suggests that it possesses 
25 significant sequence similarity to oxidoreductases, thereby indicating that PR0324 may be a novel oxidoreductase 
homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the PR0324 amino acid sequence and the following Dayhoff sequences, B61209, 
A69965. YQJQ_BACSU, D69930, S76124, FABGECOLI, C70023, S77280, FABG VIBHA and MTV013_6. 

30 EXAMPLE 22: Isolation of cDNA Clones Encoding Human PRQ351 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA35950. Based on the DNA35950 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

35 PRQ351. 
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Forward and reverse PCR primers were synthesized: 
forward PCR primer 5 , -CCTGTGCTGTGCCTCGAGCCTGAC-3 , (SEQ ID NO: 133) 
reverse PCR primer 5'-GTGGGCAGCAGTTAGCACCGCCTC-3' (SEQ ID NO: 134) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA35950 
sequence which had the following nucleotide sequence 
5 hybridization probe 

5 ' -GGCTGGCATC ATC AGCTTTGC ATC A AGCTGTGCCCAGG AGGACGC-3 ' 
(SEQ ID NO: 135) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
10 used to isolate clones encoding the PR0351 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human fetal liver tissue (LIB230). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR035 1 [herein designated as UNQ308 (DNA4057 1-13 15)] (SEQ ID NO: 13 1 ) and the derived protein sequence 
forPR0351. 

15 The entire nucleotide sequence of UNQ308 (DNA40571-1315) is shown in Figure 48 (SEQ ID 

NO: 13 1). Clone UNQ308 (DNA40571-1315) contains two open reading frames with an apparent translational 
initiation site at nucleotide positions 189-191 and a second open reading frame beginning at nucleotide 470, with 
the two open reading frames ending at the stop codons at nucleotide positions 363-365 and 2009-2011, 
respectively (Figure 48). The predicted polypeptide precursor is 571 amino acids long (Figure 49). Important 

20 regions of the amino acid sequence of PR0351 include the signal peptide, regions having sequence similarity 
to serine proteases of the trypsin family, two N-glycosylation sites, and three Kringle domains. Clone UNQ308 
(DNA40571-1315) has been deposited with ATCC and is assigned ATCC deposit no. 209784. 

EXAMPLE 23 : Isolation of cDNA Clones Encoding Human PRQ352 
25 A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 

above, wherein the consensus sequence obtained is herein designated DNA36950. Based on the DN A3 6950 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0352. 

30 PCR primers (forward and reverse) were synthesized: 

forward PCR primer 1 5 ' -CTGGCAC AGCTC A ACCTC ATCTGG-3 ' (SEQ ID NO: 138) 
forward PCR primer 2 5 '-GCTGTCTGTCTGTCTCATTG-3 ' (SEQ ID NO: 1 39) 
forward PCR primer 3 5 ' -GG ACACAGTATACTGACC AC-3 ' (SEQ ID NO: 140) 
reverse PCR primer 1 5 ' -TGCG A ACC AGGC AGCTGTAAGTGC-3 ' (SEQ ID NO: 141) 

35 reverse PCR primer 2 5 '-TGGA AGAAGAGGGTGGTGATGTGG-3 ' (SEQ ID NO: 142) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA36950 
sequence which had the following nucleotide sequence 
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hybridization probe 

5 -C AGCTG AC AGAC ACCAAACAGCTGGTGCACAGTTTC ACCG AAGGC-3 ' (SEQ ID NO: 143) 

In order to screen several libraries for a source of a full-length clone. DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0352 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0352 [herein designated as UNQ309(DNA41386-1316)](SEQIDNO:136) and the derived protein sequence 
for PR0352. - . . 

The entire, nucleotide sequence of UNQ309 (DNA4 1386-13 16) is shown in Figure 50 (SEQ ID 
NO:136X Clone UNQ309 (DNA41386-1316) contains a single open reading frame with an apparent 
translation^ initiation site at nucleotide positions 152-154 and ending at the stop codon at nucleotide positions 
1 100-1 102 (Figure 50). The predicted polypeptide precursor is 316 amino acids long (Figure 51). The full- 
length PRQ352 protein shown in Figure 2 has an estimated pi of about 4.62. Analysis of the full-length PR0352 
sequence evidences the presence of a signal peptide from about amino acid 1 to about amino acid 28, a 
transmembrane domain from about amino acid 25 1 to about amino acid 270, potential N-glycosylation sites from 
about amino acid 91 to about amino acid 94, about amino acid 104 to about amino acid 107, about amino acid 
189 to about amino acid 192 and about amino acid 215 to about amino acid 218 and a region having homology 
to immunoglobulins and MHC from about amino acid 217 to about amino acid 234: Clone UNQ309 
(DNA41386-1316) has been deposited with ATCC on March 26, 1998 and is assigned ATCC deposit no. 
20 209703. 

Analysis of the amino acid sequence of the full-length PR0352 polypeptide suggests that it possesses 
significant sequence similarity to the butyrophilin protein, thereby indicating that PR0352 is a novel butyrophilin 
homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the PR0352 amino acid sequence and the following Dayhoff sequences, 
25 BUTYHUMAN, HSB73_1, GGCD80_1, 146690, A33 HUMAN, P_R67988, CD86_MOUSE, P_R71360, 
B39371 and D50558_l . . 

EXAMPLE 24: Isolation of cDNA Clones Encoding Human PRQ 3K1 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA39651. Based on the DNA39651 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0381. 

A pair of PCR primers (forward and reverse) were synthesized: 
35 forward PCR primer 5 ' -CTrTCCTTGCTTCAGCAACATGAGGC-3 ' (SEQ ID NO: 146) 
reverse PCR primer 5 ' -GCCC AGAGCAGGAGGAATGATGAGC-3 ' (SEQ ID NO: 147) 
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Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA39651 
sequence which had the following nucleotide sequence 
hybridization probe 

5 , -GTGGAACGCGGTCTTGACTCTGTTCGTCACTTCTTTGATTGGGGCTTTG-3 , (SEQ ID NO: 148) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
5 screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0381 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0381 [herein designated as UNQ322 (DNA44 194-13 17)] (SEQ ID NO: 144) and the derived protein sequence 

10 forPR0381. / 

The entire nucleotide sequence of UNQ322 (DNA44194-1317) is shown in Figure 52 (SEQ ID 
NO: 144). Clone UNQ322 (DNA44194-1317) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 174-176 and ending at the stop codon at nucleotide positions 
807-809 (Figure 52). The predicted polypeptide precursor is 21 1 amino acids long (Figure 53)., The full-length 

15 PR0381 protein shown in Figure 53 has an estimated molecular weight of about 24, 172 daltons and a pi of about 
5.99. Analysis of the full-length PR0381 polypeptide shown in Figure 53 (SEQ ID NO: 145) evidences the 
presence of the following: a signal peptide from about amino acid 1 to about amino acid 20, a potential N- 
glycosylation site from about amino acid 176 to about amino acid 179, potential casein kinase II phosphorylation 
sites from about amino acid 143 to about amino acid 146, from about amino acid 156 to about amino acid 159, 

20 from about amino acid 178 to about amino acid 181, and from about amino acid 200 to about amino acid 203 + 
an endoplasmic reticulum targeting sequence from about amino acid 208 to about amino acid 211, FKBP-type 
peptidyl-prolyl cis-trans isomerase sites from about amino acid 78 to about amino acid 1 14 and from about amino 
acid 1 18 to about amino acid 131, EF-hand calcium binding domains from about amino acid 191 to about amino 
acid 203, from about amino acid 184 to about amino acid 203 and from about amino acid 140 to about amino 

25 acid 1 59, and an S- 100/ICaBP type calcium binding domain from about amino acid 1 83 to about amino acid 203 . 
Clone UNQ322 (DNA44194-1317) has been deposited with ATCC on April 28, 1998 and is assigned ATCC 
deposit no. 209808. 

Analysis of the amino acid sequence of the full-length PR0381 polypeptide suggests that it possesses 
significant sequence similarity to FKBP immunophilin proteins, thereby indicating that PR0381 may be a novel 
30 FKBP immunophilin homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 
35) evidenced significant homology between the PR0381 amino acid sequence and the following Dayhoff 
sequences, AF040252_1, 149669, P_R93551, S71238, CELC05C8_1, CEU27353J, MIP_TRYCR, 
CEZC455_3, FKB4HUMAN and 140718. 

35 EXAMPLE 25 : Isolation of cDNA Clones Encoding Human PRQ386 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA40674. Two proprietary Genentech 
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EST sequences were employed in the consensus sequence assembly, wherein those EST sequences are herein 
designated DNA23350 (Figure 56; SEQ ID NO: 151) and DNA23536 (Figure 57; SEQ ID NO: 152). Based on 
the DNA40674 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library 
that contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding 
sequence for PR0386. 
5 A pair of PCR primers (forward and reverse) were synthesized: 

■ forward PCR primer 5 ' - ACGGAGC ATGG AGGTCC AC AGTAC-3 ' (SEQ ID NO: 153) 
reverse PCR primer 5 ' -GC ACGTTTCTC AGC ATC ACCGAC-3 f (SEQ ID NO: 154) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA40674 
sequence which had the following nucleotide sequence 
10 hybridization probe 

5 ' -CGCCTGCCCTGCACCTTCAACTCCTGCTAC ACAGTG AAGCACA AAC AGTT-3 ' (SEQ ID NO:155) 
In order, to screen several libraries for a source, of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 

isolate clones encoding the PR0386 gene using the probe oligonucleotide and one of the PCR primers. RNA 
15 for construction of the cDNA libraries was isolated from human fetal brain tissue (LIB153). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR0386 [herein designated as UNQ326 (DNA45415-13 18)] (SEQ ID NO: 149) and the derived protein sequence 

for PR0386. 

The entire nucleotide sequence of UNQ326 (DNA45415-1318) is shown in Figure 54 (SEQ ID 

20 NO:149). Clone UNQ326 (DNA45415-1318X contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 146-148 and ending at the stop codon at nucleotide positions 
79 1 -793 (Figure 54) . The predicted polypeptide precursor is 2 1 5 amino acids long (Figure. 55) . The full-length 
PR0386 protein shown in Figure 55 has an estimated molecular weight of about 24,326 daltons and a pi of about 
6.32. Analysis of the full-length PR0386 sequence shown in Figure 55 (SEQ ID NO: 150) evidences the 

25 presence of the following: a signal peptide from about amino acid 1 to about amino acid 20, a transmembrane 
domain from about amino acid 161 to about amino acid 179, an immunoglobulin-like fold from about amino acid 
83 to about amino, acid-127 and potential N-glycosylation sites from about amino acid 42 to about amino acid 
45, from about amino acid 66 to about amino acid 69 and from about amino acid 74 to about amino acid 77. 
Clone UNQ326 (DNA45415-1318) has been deposited with ATCC on April 28, 1998 and is assigned ATCC 

30 deposit no. 209810. 

Analysis of the amino acid sequence of the full-length PR0386 polypeptide suggests that it possesses 
significant sequence similarity to the sodium channel beta-2 subunit, thereby indicating that PR0386 is a novel 
homolog thereof. More specifically, an analysis of the Dayhoff database (version 35 .45 SwissProt 35) evidenced 
significant homology between the PR0386 amino acid sequence and the following Dayhoff sequences, A57843, 

35 M YPO^HUM AN , GEN14531, JC4024, HS46KDA_1, HSU90716_1, D86996_2, MUSIGLVDl, 
DMU42768_1 and S19247. 
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EXAMPLE 26 : Isolation of cDNA Clones Encoding Human PRQ54Q 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA39631. Based on the DNA3963I 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
5 PRO540. 

Forward and reverse PCR primers were synthesized: 
forward PCR primer 5 '-CTGGGGCTACACACGGGGTGAGG-3 ' (SEQ ID NO: 158) 
reverse PCR primer 5 ' -GGTGCCGCTGC AG AA AGTAG AGCG-3 ' (SEQ ID NO: 159) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA40654 
10 sequence which had the following nucleotide sequence 
hybridization probe 

5 ' -GCCCC AAATG AA A ACGGGCCCTACTTCCTGGCCCTCCGCG AG ATG-3 ' 
(SEQ ID NO: 160) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
15 screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PRO540 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO540 [herein designated as UNQ341 (DNA44 189- 1322)] (SEQ ID NO: 156) and the derived protein sequence 
20 forPRO540. 

The entire nucleotide sequence of UNQ341 (DNA44 189- 1322) is shown in Figure 58 (SEQ ID 
NO: 156). Clone UNQ341 (DNA44 189- 1322) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 2 1 -23 and ending at the stop codon at nucleotide positions 1 257- 
1259 (Figure 58). The predicted polypeptide precursor is 412 amino acids long (Figure 59). The full-length 
25 PRO540 protein shown in Figure 59 has an estimated molecular weight of about 46,658 daltons and a pi of about 
6.65. Important regions of the amino acid sequence of PRO540 include the signal peptide, potential 
N-glycosylation sites, a potential lipid substrate binding site, a sequence typical of lipases and serine proteins, 
and a beta-transducin family Trp-Asp repeat. Clone UNQ34 1 (DN A44 1 89- 1 322) has been deposited with ATCC 
and is assigned ATCC deposit no. 209699. 

30 

EXAMPLE 27 : Isolation of cDNA Clones Encoding Human PRQ615 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA42240. Based on the.DNA42240 
. consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
35 the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0615. 
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Forward and reverse PCR primers were synthesized- 
forward PCR primer 5 -TGGTCTTCGCCTTGATCGTGTTCT-3 ' (SEQ , D NO-163) 
forward PCR primer 5 -GTGTACTGAGCGGCGGTTAG-3 ' (SEQ ID NG164) 
reverse PCR p rimer 5 -CTGA AGGTG ATGGCTGCCCTCAC-3 ' (SEQ FD N0165) 
r^LPCB^r 5 -CCAGGAGGCTCATGGGA AAGTCC-3 ' (SEQ ID NO 166) 

Additional a synthetic oIi g onuc,eotide hybridization probe was constructed from the consensus DNA42240 
sequence which had the following nucleotide sequence: nsensus DNA42240 

hybridization probe 

5--CGACGAGTCTAAGCAGATGTACTGCGTGTTCAACCGCAACGAGGATGCCT-3' 
(SEQ ID NO: 167) - ULL1 3 

10 ^ZlZ^rT"*' ' ™' <~ ■** <~ - ^ was 

^ by PCR ™p„ ficall0n wllh om o( ^ rcR ^ ^ ^ 

used to isolate clones ericodine the PRr>« i ^ „^ • y n 

RNA f • 8 g ^ 

RNA for consttuction of the cDNA libraries was isolated from human bone marrow tissue (LIB255) 
15 PR0615Z A T nCing ^ Cl<>neS iSOl3ted " dCSCribed ab ° Ve 83Ve ****** °NA sequence for 

The entire nucleotide sequence of UNQ352 <T>NA45nai i*™ • u 
Kirs ™ (UNA48304-1323) is shown in Figure 60 (SEO ID 

NO:161). Clone UN0352 fDNA4Jnai 5 1U 

«WW (DNA48304-1323) conta ln s a single open reading frame with an aooarent 

corresponding to about amino acids 24-43 other tr a n™,mKr,n. a ""mam, 
74-90 108 126 an H m« i*, transmembrane domains, corresponding to about amino acids 

25 T'ol V ' reSPeCtiVdy ' ^ a POtemial N-glycosylation site, corresponding to about amino 

25 acids 97-100. Clone UNQ352 (DNA48304-1323M 1 « k»» a , - ammo 
no. 209811. ^(DNA48304 1323) has been deposited with ATCC and is assigned ATCC deposit 

EXAMPLE 2g : Isolation of cDNA Hones F.nenH^ pp ^ n 

30 abov rT USSWMWaSOb "^^ 1 
*ve, wherein the consensus sequence obtained is herein designated DNA30900. Based on the DNA30900 

_ sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 

^sequence of interest, and 2) for use as probes to isolate a Cone of the full-length coding sequence * 

Forward and reverse PCR primers were synthesized- 
35 £2raa£i£C^_gruner 5'-TAACAGCTGCCCACTGCTTCCAGG-3' (SEQ ID NO-171) 
reverse PCR primer 5' -TAATCCAGCAGTGCAGGCCGGG-3- (SEQ ID NQ172) 
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Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA30900 
sequence which had the following nucleotide sequence 
hybridization probe 

5-ATGGCCTCCACGGTGCTGTGGACCGTGTTCCTGGGCAAGGTGTGGCAGAA-3' 
(SEQ ID NO: 173) 

5 Screening of the above described library gave rise to the partial cDNA clone designated herein 

DNA35597 (SEQ ID NO: 1 70). Extension of this sequence using repeated cycles of BLAST and phrap gave rise 
to a nucleotide sequence designated herein as DNA43335. Primers based upon the DNA43335 consensus 
sequence were then prepared as follows. 

forward PCR primer 5 * -TGCCT ATGC ACTGAGG AGGC AG A AG-3 ' (SEQ ID NO: 174) 
10 reverse PCR primer 5 ' - AGGCAGGGACAC AGAGTCC ATTCAC-3 1 (SEQ ID NO: 175) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA43335 
sequence which had the following nucleotide sequence 
hybridization probe 

5 -AGTATG ATTTGCCGTGCACCC AGGGCC AGTGGACG ATCCAG AACAGGAGG-3 ' 
15 (SEQ ID NO: 176) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate full length clones encoding the PR0618 gene using the second probe oligonucleotide and one of 
the second set of PCR primers. RNA for construction of the cDNA libraries was isolated from human fetal liver 
20 tissue (LIB229). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0618 [herein designated as UNQ354 (DNA49152-1324)] (SEQ ID NO: 168) and the derived protein sequence 
forPR0618. 

The entire nucleotide sequence of UNQ354 (DNA49152-1324) is shown in Figure 62 (SEQ ID 
25^ NO: 168). Clone UNQ354 (DNA49 152- 1324) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 73-75 and ending at the stop codon at nucleotide positions 2479- 
2481 (Figure 62). The predicted polypeptide precursor is 802 amino acids long (Figure 63). The full-length 
PR0618 protein shown in Figure 63 has an estimated molecular weight of about 88,846 daltons and a pi of about 
6.41. Important regions of the amino acid sequence of PR0618 include type II transmembrane domain, a 
30 sequence typical of a protease, trypsin family, histidine active site, multiple N-glycosylation sites, two sequences 
typical of a Kringle domain, two regions having sequence similarity to Kallikrein light chain, and a region having 
sequence similarity to low-density lipoprotein receptor. Clone UNQ354 (DNA49 152- 1324) has been deposited 
with ATCC and is assigned ATCC deposit no. 209813. 

35 EXAMPLE 29 : Isolation of cDNA Clones Encoding Human PRQ719 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA44851. Based on the DNA44851 

259 

BNSDOCID: <WO_0G53756A2J_> 



WO 00/53756 



PCT/US00/04341 



consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0719. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 * -GTGAGC ATG AGCG AGCCGTCC AC-3 ' (SEQ ID NO: 179) 
5 reverse PCR primer 5 ' -GCTATTACAACGGTTCTTGCGGCAGC-3 ' (SEQ ID NO: 180) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA44851 
sequence which had the following nucleotide sequence 
hybridization probe ^ 

5 t -TTGACTCTCTGGTGAATCAGGACAAGCCGAGTTTTGCCTTCCAG-3 ' (SEQ ID NO: 181) 
10 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0719 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human placenta tissue (LIB90). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
15 PR071 9 [herein designated as UNQ387 (DNA49646-1327)] (SEQ ID NO: 1 77) and the derived protein sequence 
forPR0719. 

The entire nucleotide sequence of UNQ387 (DNA49646-1327) is shown in Figure 65 (SEQ ID 
NO: 177). Clone UNQ387 (DNA49646-1327) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 223-225 and ending at the stop codon at nucleotide positions 

20 ^^85-1287 (Figure 65). The predicted polypeptide precursor is 354 amino acids long (Figure 66). The full- 
length PR0719 protein shown in Figure 66 has an estimated molecular weight of about 39,362 daltons and a pi 
of about 8.35. Analysis of the full length PRG7 19. sequence evidences the presence of a signal peptide from 
about amino acid 1 to about amino acid 16 as shown in Figure 66 (SEQ ID NO: 178), a lipase-associated serine- 
containing active site at about amino acid 163 to about amino acid 172, and two potential N-glycosyiation sites 

25 from about amino acid 80 to about amino acid 83 and about amino acid 136 to about amino acid 139. Clone 
UNQ387 (DNA49646-1327) has been deposited with ATCC on March 26, 1998 and is assigned ATCC deposit 
no. 209705. 

Analysis of the amino acid sequence of the full-length PR0719 polypeptide suggests that it possesses 
significant sequence similarity to the lipoprotein lipase H protein, thereby indicating that PR07 1 9 may be a novel 
30 lipoprotein lipase homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 
35) evidenced significant homology between the PR0719 amino acid sequence and the following Dayhoff 
sequences, LIPL HUMAN, LIPH_HUMAN, D83548_l, A24059_l, P_R30740, D88666_l, A43357, A46696, 
B43357 and A49488. 

35 EXAMPLE 30 : Isolation of cDNA Clones Encoding Human PRQ724 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA35603. Based on the DNA35603 
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consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0724. 

Pairs of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 1 5 ' -GGCTGTC ACTGTGGAG ACAC-3 ' (SEQ ID NO: 184) 
5 forward PCR primer 2 5'-GCA AGGTCATTACAGCTG-3 * (SEQ ID NO:185) 

reverse PCR primer 1 5 ' -AG A AC ATAGG AGC AGTCCC ACTC-3 ' (SEQ ID NO: 186) 
reverse PCR primer 2 5 ' -TGCCTGCTGCTGC AC AATCTCAG-3 ' (SEQ ID NO: 1 87) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA35603 
sequence which had the following nucleotide sequence 
10 hybridization probe 

5 ' -GGCT ATTGCTTGCCTTGGG AC AG ACCCTGTGGCTTAGGCTCTGGC-3 ' (SEQ ID NO: 188) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pairs identified above. A positive library was then used 
to isolate clones encoding the PR0724 gene using the probe oligonucleotide and one of the PCR primers. RNA 
15 for construction of the cDNA libraries was isolated from human fetal lung tissue (LIB26). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0724 [herein designated as UNQ389 (DNA4963 1 - 1 328)] (SEQ ID NO: 1 82) and the derived protein sequence 
for PR0724. 

The entire nucleotide sequence of UNQ389 (DNA4963 1-1328) is shown in Figure 67 (SEQ ID 
20 NO:182). Clone UNQ389 (DNA4963 1-1328) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 546-548 and ending at the stop codon at nucleotide positions 
2685-2687 (Figure 67). The predicted polypeptide precursor is 713 amino acids long (Figure 68). The full- 
length PR0724 protein shown in Figure 68 has an estimated molecular weight of about 76, 193 daltons and a pi 
of about 5.42. Analysis of the full-length PR0724 amino acid sequence shown in Figure 68 (SEQ ID NO:183) 
25 evidences the presence of the following: a signal peptide from about amino acid 1 to about amino acid 16, a 
transmembrane domain from about amino acid 442 to about amino acid 462 and LDL receptor class A domain 
regions from about amino acid 152 to about amino acid 171, about amino acid 331 to about amino acid 350, 
about amino acid 374 to about amino acid 393 and about amino acid 411 to about amino acid 430. Clone 
UNQ389 (DNA4963 1-1328) has been deposited with ATCC on April 28, 1998 and is assigned ATCC deposit 
30 no. 209806 

Analysis of the amino acid sequence of the full-length PR0724 polypeptide suggests that it possesses 
significant sequence similarity to the human LDL receptor protein, thereby indicating that PR0724 may be a 
novel LDL receptor homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 
35) evidenced significant homology between the PR0724 amino acid sequence and the following Dayhoff 
35 sequences, P_R48547, MMAM2R1, LRP2 RAT, P_R60517, P_R47861, P_R05533, A44513_l, A30363, 
P_R74692 and LMLIPOPHO_l . 
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EXAMPLE 31: Isolation of cDNA Clones Encoding Human PRQ77? 

One cDNA sequence was isolated in the amylase screen described in Example 2, wherein that cDNA 
sequence is herein designated DNA43509 (see Figure 71). Based on the DNA43509 sequence, oligonucleotide 
probes were generated and used to screen a human fetal lung library (LIB25) prepared as described in paragraph 
1 of Example 2 above. The cloning vector was pRKSB (pRK5B is a precursor of pRK5D that does not contain 
5 the Sfil site; see, Holmes et al., Science, 253: 1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 

A pair of PCR primers (forward and reverse) were synthesized based on the DNA43509 sequence: 
forward PCR primer 5 ' -CGTTTTGCAGA ACCTACTC AGGC AG-3 ' (SEQ ID NO: 192) 
reverse PCR primer 5 '-CCTCCACCAACTGTCAATGTTGTGG-3 ' (SEQ ID NO: 1 93) 
Additionally, a synthetic oligonucleotide hybridization probe wa^onstructed from the consensus DNA43509 
10 sequence which had me following nucleotide sequence . ~j 
hybridization probe .... . 

S'-AAAGTGGTGCTGCTGGGTCTGCAGACGCGATGGATAAeGT^' (SEQ ID. NO: 194) 

Using the above described primers and library, a full length clone was identified that contained a single 
open reading frame with an apparent translation^ initiation site at nucleotide positions 131-133 and ending at 
the stop codon found at nucleotide positions 587^89 (Figure 69; SEQ ID NO: 189). The predicted polypeptide, 
precursor is 152 amino acids long, has a calculated molecular weight of approximately 17,170 daltons and an 
• estimat ed pi of approximately 9.62. Analysis of the full-length PRQ772 sequence shown in Figure 70 (SEQ ID 
NO: 190) evidences the presence of the following: a potential type II transmembrane domain from about amino 
acid 26 to about amino acid 42, other potential transmembrane domains from about amino acid 44 to about amino 
20 acid 65, from about amino acid 81 to about amino acid 101 and from about amino acid 109 to about amino acid 
129, leucine, zipper pattern sequences from about amino acid 78 to about amino acid 99 and from about amino 
acid 85 to about amino acid 106. Clone UNQ410 (DNA49645-1347) has been deposited with ATCC on April 
28, 1998 and is assigned ATCC deposit no. 209809. 

Analysis of the amino acid sequence of the full-length PRQ772 polypeptide suggests that it possesses 
significant sequence similarity to the human A4 protein, thereby indicating that PR0772 may be a novel A4 
proteinhomolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the PR0772 amino acid sequence and the following Dayhoff sequences, 
HSU93305_1, A4P_HUM AN , CELB0454 2, VPITJSR V, CELC12D12_2. OCCM_AGRTl, LBPHKJ1E_50, 
YIGK_ECOLI, S76245 and P_R50807. 

30 

EXAMPLE 32: Isolation of cDNA Clones Encoding Human PRQ8S2 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA34364, Based on the DNA34364 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
35 the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0852. 
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PCR primers (forward and reverse) were synthesized: 
forward PCR primer 1 5 ' -CGC AG A AGCTACAG ATTCTCG-3 ' (SEQ ID NO: 1 97) 
forward PCR primer 2 5 ' -GG A AATTGG AGGCCA AAGC-3 ' (SEQ ID NO: 198) 
forward PCR primer 3 5 ' -GG ATGTAGCC AGC A ACTGTG-3 ' (SEQ ID NO: 199) 
forward PCR primer 4 5'-GCCTTGGCTCGTTCTCTTC-3' (SEQ ID NO:200) 
5 forward PCR primer 5 5 ' -GGTCCTGTGCCTGG ATGG-3 ' (SEQ ID NO:201) 

reverse PC R primer 1 5 ' -GAC AAGACTACCTCCGTTGGTC-3 * (SEQ ID NO:202) 
reverse PCR primer 2 5 * -TG ATGC AC AGTTC AGC ACCTGTTG-3 ' (SEQ ID NO:203) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA34364 
sequence which had the following nucleotide sequence 
10 hybridization probe 

5*-CGCTCCAAGGGCTTTGACGTCACAGTGAAGTACACACAAGGAAGCTG-3* (SEQ ID NO:204) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 

isolate clones encoding the PR0852 gene using the probe oligonucleotide and one of the PCR primers. RNA 
15 for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB228). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR0852 [herein designated as UNQ418 (DNA45493- 1349)] (SEQ ID NO: 195) and the derived protein sequence 

for PR0852. 

The entire nucleotide sequence of UNQ418 (DNA45493-1349) is shown in Figure 72 (SEQ ID 

20 NO: 195). Clone UNQ418 (DNA45493-1349) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 94-96 and ending at the stop codon at nucleotide positions 
16748-1650 (Figure 72). The predicted polypeptide precursor is 518 amino acids long (Figure 73). The full- 
length PR0852 protein shown in Figure 73 has an estimated molecular weight of about 56,180 daltons and a pi 
of about 5.08. Analysis of the full-length PR0852 sequence shown in Figure 73 (SEQ ID NO: 196) evidences 

25 the presence of the following: a signal peptide from about amino acid 1 to about amino acid 20, a transmembrane 
domain from about amino acid 466 to about amino acid 494, potential N-glycosylation sites from about amino 
acid 170 to about amino acid 173 and about amino acid 366 to about amino acid 369, leucine zipper sequence 
pattern blocks from about amino acid 10 to about amino acid 31 and from about amino acid 197 to about amino 
acid 218 and blocks of amino acids having sequence homology to eukaryotic and viral aspartyl proteases from 

30 about amino acid 109 to about amino acid 118, from about amino acid 252 to about amino acid 261 and from 
about amino acid 298 to about amino acid 310. Clone UNQ418 (DNA45493-1349) has been deposited with 
ATCC on April 28, 1998 and is assigned ATCC deposit no. 209805. 

Analysis of the amino acid sequence of the full-length PR0852 polypeptide suggests that it possesses 
significant sequence similarity to various protease proteins, thereby indicating that PR0852 may be a novel 

35 protease protein or homolog thereof More specifically, an analysis of the Dayhoff database (version 35.45 
SwissProt 35) evidenced significant homology between the PR0852 amino acid sequence and the following 
Dayhoff sequences, PEPC HUMAN, S66516, S66517, PEPE_CHICK, CATD HUM AN , P R74207, 
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CARPYEAST, PEP2_RABIT, CATE_HUMAN and RENIMOUSE. 

EXAMPLE 33 :- Isolation of cDNA Clones Encoding Human PRQ853 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA43050. Based on the DNA43050 
5 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0853. 

Forward and reverse PCR primers were synthesized: 
forward PCR primer 5 '-CTTC ATGGCCTTGG ACTTGGCC AG-3 ' (SEQ ID NO:207) 
10 reverse PCR primer 5 ' - ACGCC AGTGGCCTC A AGCTGGTTG-3 * (SEQ ID NO:208) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA43050 
sequence which had the following nucleotide sequence 
hybridization probe 

5 ' -CTTTCTG AGCTCTGAGCCACGGTTGGACATCCTCATCCACAATGC-3 ' (SEQ ID NO:209) 
15 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 

used to isolate clones encoding the PR0853 gene using the probe oligonucleotide and one of the PCR primers. 

RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB228). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
20 PR0853 [herein designated as UNQ419 (DNA48227-1350)] (SEQ ID NO:205) and the derived protein sequence 

for PR0853. 

The entire nucleotide sequence of UNQ419 (DNA48227-1350) is shown in Figure 74 (SEQ ID 
NO:205). Clone UNQ419 (DNA48227-1350) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 128-130 and ending at the stop codon at nucleotide positions 

25 1259-1261 (Figure 74). The predicted polypeptide precursor is 377 amino acids long (Figure 75). The 
full-length PR0853 protein shown in Figure 75 has an estimated molecular weight of about 40,849 daltons and 
a pi of about 7.98. Important regions of the amino acid sequence of PR0853 include the signal peptide, 
corresponding to amino acids from about 1 to about 16 of SEQ ID NO:206, the glycosaminoglycan attachment 
site, corresponding to amino acids from about 46 to about 49 of SEQ ID NO:206, and two sequences typical of 

30 the short-chain alcohol dehydrogenase family, corresponding to amino acids from about 37 to about 49 and about 
1 14 to about 124 of SEQ ID NO:206, respectively. Clone UNQ419 (DNA48227-1350) has been deposited with 
ATCC and is assigned ATCC deposit no. 209812. 

EXAMPLE 34 : Isolation of cDN A Clones Encoding Human PRO860 
35 A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 

above, wherein the consensus sequence obtained is herein designated DNA38137. Based on the DNA38137 
consensu sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained the 
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sequence of interest, and 2) for use as probes 10 isolate a clone of the full-length coding sequence for PRO860. 

Forward and reverse PCR primers were synthesized: 
forward PCR primer 5 1 -G AAGGG ACCT AC ATGTGTGTGGCC-3 ' (SEQ ID NO:212) 
reverse PCR primer 5'-ACTGACCTTCCAGCTGAGCCACAC-3' (SEQ ID NO:213) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA40654 
5 sequence which had the following nucleotide sequence 
hybridization probe 

5 - AGG ACTACACGG AGCCTGTGG AGCTTCTGGCTGTGCG AATTC AGCTGG A A-3 ' 
(SEQ ID NO:214) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
10 screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PRO860 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human fetal lung tissue (LIB26). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO860 [herein designated as UNQ421 (DNA4 1404- 1352)] (SEQ ID N0:210) and the derived protein sequence 
for PRO860. 

The entire nucleotide sequence of UNQ421 (DNA4 1404- 1352) is shown in Figure 76 (SEQ ID 
NO:210). Clone UNQ421 (DNA4 1404- 1352) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 58-60 and ending at the stop codon at nucleotide positions 30 1 3- 
3015 (Figure 76). The predicted polypeptide precursor is 985 amino acids long (Figure 77). The full-length 
PRO860 protein shown in Figure 77 has an estimated molecular weight of about 105,336 daltons and a pi of 
about 6.55. Important regions of the amino acid sequence of PRO860 include the transmembrane region 
corresponding to about amino acids 448-467, the extracellular domain, corresponding to amino acids about 1- 
447, several N-glycosylation sites, numerous N-myristoylation sites and a sequence typical of phosphotyrosine 
interaction domain proteins.. Clone UNQ421 (DNA4 1404- 1352) has been deposited with ATCC and is assigned 
ATCC deposit no. 209844. 

EXAMPLE 35: Isolation of cDNA Clones Encoding Human PRQ846 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA39949. Based on the DNA39949 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0846. 

Forward and reverse PCR primers were synthesized: 
forward PCR primer 5 1 -CCCTGC AGTGC ACCTACAGGG A AG-3 ' (SEQ ID NO:217) 
reverse PCR primer 5 ' -CTGTCTTCCCCTGCTTGGCTGTGG-3 ' (SEQ ID NO:218) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA39949 
sequence which had the following nucleotide sequence 
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hybridization probe 

5 ■GGTGC AGG A AGGGTGGG ATCCTCTTCTCTCGCTGCTCTGGCC AC ATC-3 ' 
(SEQ ID NO:219) 

In order to screen several libraries for a souree of a full-length clone. DNA from the libraries was 
screened by PGR amplification with one of the PGR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PR0846 gene using the probe oligonucleotide and one of the PGR primers 
RNA for construction of the cDNA libraries was isolated from human feta. kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0846 [herein designated as UNQ422 (DNA44 196- 1353)] (SEQ ID NO:215) and the derived protein sequence 
for PR0846. 

the entire nucleotide sequence of UNQ422 (DNA44 196- 1353) is shown in Figure 78 (SEQ ID 
NO:215). Clone UNQ422 (DNA44 196- 1353) contains a single open reading frame with an apparent 
translate, m^ 

1023 (Ftgure 78). The predicted polypeptide precursor is 332 amino acids long (Figure 79). The full-length 
PROS46 protein shown in Figure 79 has an estimated molecular weight of about 36, 1 43 da.tons and a pi of about 
5.89. Important regions of the amino acid sequence of PRQ846 include the signal peptide, the transmembrane 
domam, an N-glycosylation site, a sequence typical of fibrinogen beta and gamma chains C-terminal domain 
and a sequence typical of Ig like V-type domain as shown in Figure 79. Clone UNQ422 (DNA44 196- 1353) has 
been deposited wim ATCC and is assigned ATCC deposit no. 209847. 

EXAMPl.F, 36 : Isolation of r.riN A Clones Fnrndinr Hnman PPOBao 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA47370. Based on the DNA47370 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0862. 

Forward and reverse PCR primers were synthesized: 
forward PGR primer 5 'GGG ATCATGTTGTTGGCCCTGGTC-3 ' (SEQ ID NO:222) 
reverse PCR primer 5 '-GCAAGGCAGACCCAGTCAGCCAG-3 ' (SEQ ID NO:223) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA47370 
30 sequence which had the following nucleotide sequence . 
hybridization orohe 

5 *-CTGCCTGCTACCCTCCAAGTGAGGCCAAGCTCTACGGTCGTTGTG-3 ' 
(SEQ ID NO:225) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PROS62 gene using the probe oligonucleotide and one of the PCR primers 
RNA for construction of the cDNA libraries was isolated from human pancreas tissue (LIB55). 
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DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PROS62 [herein designated as UNQ424 (DN A52 1 87- 1 354)] (SEQ ID NO:220) and the derived protein sequence 
for PR0862. 

The entire nucleotide sequence of UNQ424 (DNA52 187- 1354) is shown in Figure 80 (SEQ ID 
NO:220). Clone UNQ424 (DNA52187-1354) contains a single open reading frame with an apparent 
5 translational initiation site at nucleotide positions 410-412 and ending at the stop codon at nucleotide positions 
848-850 (Figure 80). The predicted polypeptide precursor is 146 amino acids long (Figure 81). The full-length 
PR0862 protein shown in Figure 81 has an estimated molecular weight of about 16,430 daltons and a pi of about 
5.05. Important regions of the amino acid sequence of PR0862 include the signal peptide, an N-myristoylation 
site, and sequences having similarity to region to Alpha-lactalbumin/lysozyme C proteins as shown in Figure 
10 81 . Clone UNQ424 (DNA52 187- 1354) has been deposited with the ATCC and is assigned ATCC deposit no. 
209845. 

EXAMPLE 37: Isolation of cDNA Clones Encoding Human PRQ864 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
15 above, wherein the consensus sequence obtained is herein designated DNA40666. Based on the DNA40666 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0864. 

Forward and reverse PCR primers were synthesized: 
20 forward PCR primer 5-GCTGCAGCTGCAAATTCCACTGG-3' (SEQ ID NO:227) 

reverse PCR primer 5 -TGGTGGGAGACTGTTTA AATTATCGGCC-3 ' (SEQ ID NO:228) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA40666 
sequence which had the following nucleotide sequence 
hybridization prohe 

25 5 1 -TGCTTCGTCAAGTGCCGGCAGTGCC AGCGGCTCGTGG AGTT-3 • 
(SEQ ID NO:229) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PR0864 gene using the probe oligonucleotide and one of the PCR primers. 
30 RNA for construction of the cDNA libraries was isolated from human fetal brain tissue (LIB 153). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0864 [herein designated as UNQ426 (DNA48328-1355)] (SEQ ID NO: 225) and the derived protein sequence 
for PR0864. 

The entire nucleotide sequence of UNQ426 (DNA48328-1355) is shown in Figure 82 (SEQ ID 
35 NO:225). Clone UNQ426 (DNA48328-1355) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 37-39 and ending at the stop codon at nucleotide positions 1090- 
1092 (Figure 82). The predicted polypeptide precursor is 351 amino acids long (Figure 83). The full-length 
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PR0864 protein shown in Figure 83 has an estimated molecular weight of about 39,052 and a pi of about 8.97. 
Important regions of the amino acid sequence of PR0864 include the signal peptide, two N-glycosylation sites, 
a Wnt-1 family signature sequence, and sequence regions homologous to Wnt-1 family proteins as shown in 
Figure 83. Clone UNQ426 (DNA48328-1355) has been deposited with ATCC and is assigned ATCC deposit 
no. 209843. 

5 

EXAMPLE 38 : Isolation of cDNA Clones Encoding Human PRQ792 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA38106. Based on the DNA38106 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
10 the sequence of interest, and 2) for use as probes to isolate a clone: of the full-length coding sequence for 
PR0792. 

A pair of PCR primers (forward and reverse) were synthesized: ^ . 

forward PCR primer 5 ' -GCG AG AACTGTGTC ATG ATGGTGC-3 ' (SEQ ID NO:232) 
reverse PCR primer 5 1 -GTTTCTG AG ACTC AGC AGCGGTGG-3 * (SEQ ID NO:233) 
15 Additionally, a synthetic oIigoniu:leotMe_hybridization probe= was constructed from the consensus DNA38106 
sequence which had the following nucleotide sequence 1 

hybridization probe * r ■■- ...... 

5 ' -C ACCGTGTGACAGCG AGAAGGACGGCTGGATGTGTG AG AAAAGGCACA AC-3 ' (SEQ ID NO:234) 
In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
20 screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0792 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human bone marrow tissue (LIB255). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0792 [herein designated as UNQ431 (DNA56352-1358)](SEQID NO:230) and the derived protein sequence 
25 for PR0792. .. . 

The entire nucleotide sequence of UNQ431 (DNA56352-13S8* is shown in Figure 84 (SEQ ID 
NO:230). Clone UNQ431 (DNA56352-1358) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 67-69 arid ending at the stop codon at nucleotide positions 946- 
948 (Figure 84). The predicted polypeptide precursor is 293 amino acids long (Figure 85). The full-length 

30 PR0792 protein shown in Figure 85 has an estimated molecular weight of about 32,562 daltons and a pi of about 
6.53. Analysis of the full-length PR0792 sequence shown in Figure 85 (SEQ ID NO:231) evidences the 
presence of the following: a type II transmembrane domain from about amino acid 31 to about amino acid 54, 
potential N-glycosylation sites from about atmino acid 73 to about amino acid 76 and from about amino acid 159 
to about amino acid 162, a leucine zipper amino acid sequence pattern from about amino acid 102 to about amino 

35 acid 123, potential N-myristolation sites from about amino acid 18 to about amino acid 23, from about amino 
acid 133 to about amino acid 138 and from about amino acid 242 to about amino acid 247 and a C-type lectin 
domain signature block from about amino acid 264 to about amino acid 287. Clone UNQ43 1 (DN A56352- 1 358) 
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has been deposited with ATCC on May 6, 1998 and is assigned ATCC deposit no. 209846. 

Analysis of the amino acid sequence of the full-length PR0792 polypeptide suggests that it possesses 
significant sequence similarity to the CD23 protein, thereby indicating that PR0792 may be a novel CD23 
homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the PR0792 amino acid sequence and the following Dayhoff sequences, S34 198, 
5 A07100_l. A05303_l, P_R41689, P_P82839, A10871_l. P_R12796. P_R47199, A46274 and P_R32188. 

EXAMPLE 39: Isolation of cDNA Clones Encoding Human PRQ866 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA44708. Based on the DNA44708 
10 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO866. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 1 5 ' -C AGC ACTGCC AGGGG A AG AGGG-3 ' (SEQ ID NO:237) 

15 forward PCR primer 2 5 ' -C AGG ACTCGCTACGTCCG-3 ' (SEQ ID NO:238) 

forward PCR primer 3 5'-CAGCCCCTTCTCCTCCTnCTCCC-3' (SEQ ID NO:239) 
reverse PCR primer I 5 ' -GCAGTTATC AGGGACGCACTC AGCC-3 ' (SEQ ID NO:240) 
reverse PCR primer ?. 5 ' -CCAGCGAGAGGCAGATAG-3 ' (SEQ ID NO:24 1 ) 
reverse PCR primer 3 5 ' -CGGTCACCGTGTCCTGCGGGATG-3 ' (SEQ ID NO.242) 

20 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA44708 
sequence which had the following nucleotide sequence 
hybridization prohe 

5'-CAGCCCCTTCTCCTCCTTTCTCCCACGTCCTATCTGCCTCTC-3' (SEQ ID NO:243) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
25 screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PRO866 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB228). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO866 [herein designated as UNQ435 (DNA53971-1359)] (SEQ ID NO:235) and the derived protein sequence 
30 forPR0866. 

The entire nucleotide sequence of UNQ435 (DNA53971-1359) is shown in Figure 86 (SEQ ID 
NO:235). Clone UNQ435 (DNA53971-1359) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 275-277 and ending at the stop codon at nucleotide positions 
1268-1270 (Figure 86). The predicted polypeptide precursor is 331 amino acids long (Figure 87). The full- 
35 length PRO866 protein shown in Figure 87 has an estimated molecular weight of about 35,844 daltons and a pi 
of about 5.45. Analysis of the full-length PRO866 sequence shown in Figure 87 (SEQ ID NO:236) evidences 
the presence of the following: a signal peptide from about amino acid 1 to about amino acid 26. Clone UNQ435 



269 

BNSDOCID: <WO_0053756A2_I_> 



WO 00/53756 



PCT/USOO/04341 



35 



(DNA53971-1359) has been deposited with ATCC on April 7, 1998 and is assigned ATCC deposit no. 209750. 

Analysis of the amino acid sequence of the full-length PRO866 polypeptide suggests that it possesses 
significant sequence similarity to the mindin/spondin family of proteins, thereby indicating that PRO866 may 
be a novel mindin homolog.' More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 
35) evidenced significant homology between the PRO866 amino acid sequence and the following Dayhoff 
5 sequences,AB006085_l, AB006084_1, AB006086_1, AF017267_1, CWU42213_1, AC004160_1, 
CPMICRP1, S49108, A48569 and 146687. . 

EXAMPLE 40: Isolation of cDNA Clo nes Encoding Human PRQ871 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
10 above, wherein the consensus sequence obtained is herein designated DNA40324. Based on the DNA40324 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDN A library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0871. - . . - 

PCR primers (forward and reverse) were synthesized: 
15 forward PCR primer 1 5'-TGCGGAGATCCTACTGGCACAGGG-3'- (SEQ ID NO:246) 
forward PCR primer ? 5 '-CGAGTTAGTCAGAGCATG-3 ' (SEQ ID NO:247) 
forward PCR primer 3 5' -C AG ATGGTGCTGTTGCCG-3 ' (SEQ ID NO: 248) 
reverse PCR primer 1 5 ' -CAACTGGAACAGGA ACTGAG ATGTGGATC-3 ' (SEQ ID NO:249) 
reverse PCR primer 7 5 ' -CTGGTTCAGC AGTGC AAGGGTCTG-3 ' (SEQ ID NO:250) 
reverse RCR primer 3 5 ' -CCTCTCGGATT AA AACG C-3 ' (SEQ ID NO:251) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA40324 
sequence which had the following nucleotide sequence 
hybridization probe 

5 ' -G AGAGG ACTGGTTGCC ATGGCAAATGCTGGTTCTCATGATAATGG-3 ' (SEQ ID NO.-252) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PROS71 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PROS71 [herein designated as UNQ438 (DNA50919-1361)] (SEQ ID NO:244) and the derived protein sequence 
for PR0871. 

The entire nucleotide sequence of UNQ438 (DNA50919-1361) is shown in Figure 88 (SEQ ID 
NO:244). Clone UNQ438 (DNA50919-1361) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 191-193 and ending at the stop codon at nucleotide positions 
1607-1609 (Figure 88). The predicted polypeptide precursor is 472 amino acids long (Figure 89). The full- 
length PR0871 protein shown in Figure 89 has an estimated molecular weight of about 53,847 daltons and a pi 
of about 5.75. Analysis of the full-length PR0871 sequence shown in Figure 89 (SEQ ID NO:245) evidences 
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the presence of the following: a signal peptide from about amino acid 1 to about amino acid 21 , potential N- 
glycosylation sites from about amino acid 109 to about amino acid 112 and from about amino acid 201 to about 
amino acid 204, a cyclophil in-type peptidy-prolyl cis-trans isomerase signature sequence from about amino acid 
49 to about amino acid 66 and regions that are homologous to cyclophil in-type peptidy-prolyl cis-trans 
isomerases from about amino acid 96 to about amino acid 140, from about amino acid 49 to about amino acid 
5 89 and from about amino acid 22 to about amino acid 5 1 . Clone UNQ438 (DN A509 19-1361) has been deposited 
with ATCC on May 6, 1998 and is assigned ATCC deposit no. 209848. 

Analysis of the amino acid sequence of the full-length PR0871 polypeptide suggests that it possesses 
significant sequence similarity to the cyclophilin family of proteins, thereby indicating that PR0871 may be a 
novel cyclophilin protein family member. More specifically, an analysis of the Dayhoff database (version 35 .45 
10 SwissProt 35) evidenced significant homology between the PR0871 amino acid sequence and the following 
Dayhoff sequences, SPBC16H5_5, S64705, YAL5 SCHPO, CYP4_CAEEL, CELC34D4J7, CYPACAEEL, 
HUMORF006J, CYPI_MYCTU, AF043642_1 and HSSRCYPJ. 

EXAMPLE 41 : Isolation of cDNA Clones Encoding Human PRQ873 
15 A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 

above, wherein the consensus sequence obtained is herein designated DNA39621. Based on the DNA39621 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0873. 

20 A pair of PCR primers (forward and reverse) were synthesized: 

forward PCR primer 5 ' - AGGTGCCTGC AGG AGTCCTGGGG-3 ' (SEQ ID NO:255) 

reverse PCR primer 5'- CC ACCTC AGG AAGCCGAAG ATGCC-3 ' (SEQ ID NO:256) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA39621 

sequence which had the following nucleotide sequence: 

25 hybridization probe 

5'-GAACGGTACAAGTGGCTGCGCTTCAGCGAGGACTGTCTGTACCTG-3* (SEQ ID NO:257) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0873 gene using the probe oligonucleotide and one of the PCR primers. RNA 

30 for construction of the cDNA libraries was isolated from human fetal liver tissue (LIB229). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0873 [herein designated as UNQ440 (DNA44 179- 1362)] (SEQ ID NO:253) and the derived protein sequence 
for PR0873. 

The entire nucleotide sequence of UNQ440 (DNA44 179- 1362) is shown in Figure 90 (SEQ ID 
35 NO:253). Clone UNQ440 (DNA44179-1362) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 139-141 and ending at the stop codon at nucleotide positions 
1774-1776 (Figure 90). The predicted polypeptide precursor is 545 amino acids long (Figure 91). The full- 
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length PR0873 protein shown in Figure 91 has an estimated molecular weight of about 58,934 daltons and a pi 
of about 9.45. Analysis of the full-length PR0873 sequence shown in Figure 91 (SEQ ID NO:254) evidences 
the presence of the following features: a signal peptide from about amino acid 1 to about amino acid 29; a 
carboxylesterase type-B serine active site at about amino acid 312 to about amino acid 327; a carboxylcsterase 
type-B signature 2 motif at about amino acid 2 1 8 to about amino acid 228; and three potential N-glycosylation 
5 sites at about amino acid 318 to about amino acid 321, about amino acid 380 to about amino acid 383, and about 
amino acid 465 to about amino acid 468. Clone UNQ440 (DNA44 179- 1362) has been deposited with ATCC 
on May 6, 1 998 and is assigned ATCC deposit no. 20985 1 . 

Analysis of the amino acid sequence of the full-length PR0873 polypeptide suggests that it possesses 
significant sequence similarity to a human liver carboxylesterase, thereby indicating that PR0873 may be a novel 
10 carboxylesterase. More specifically , an analysis of the Dayhoff data&se (version 35.45 SwissProt 35) evidenced 
significant homology between the PRQ873 amino acid sequence and the following Dayhoff sequences: 
ES10JIAT, GEN12405, AB010633_1, EST4 RAT, A48809, SASB1ANAPL;RNU41662_1, RNU22952_1, 
BAL RAT, GEN 13522. - 



.err 



15 EXAMPLE 42: Isolation of cDNA Clones Encoding Human PRQ940 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA47442/ Based on the DNA47442 
consensus sequence, oligonucleotides were synthesized:- 1) to identify by PCR a cDN A library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

20 PRO940. 

A pair of PCR primers (forward and reverse) Were synthesized: ; 
forward PCR primer S^CAAAGCCTGCGCCTGGTCTGTGO* (SEQ ID NO:260) 
reverse PCR primer 5 * -TTCTGG AGCCC AG AGGGTGCTG AG-3 ' (SEQ ID NO:262) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA47442 
25 sequence which had the following nucleotide sequence 
hybridization probe * 

5 * -GGAGCTGCC ACCCATTCAAATGGAGC ACG AAGG AG AGTTCACCTG-3 ' (SEQ ID NO:263) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
30 isolate clones encoding the PRO940 gene using the probe oligonucleotide and one of the PCR primers. RNA 

for construction of the cDNA libraries was isolated from human fetal liver tissue (LIB229). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PRO940 [herein designated as UNQ477 (DNA54002- 1367)] (SEQ ID NO:258) and the derived protein sequence 

for PRO940. 

35 The entire nucleotide sequence of UNQ477 (DN A54002- 1 367) is shown in Figure 92 (SEQ ID 

NO:258). Clone UNQ477 (DNA54002-1367) contains a single open reading frame with an apparent 
translations initiation site at nucleotide positions 46-48 and ending at the stop codon at nucleotide positions 1 678- 
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1680 (Figure 92). The predicted polypeptide precursor is 544 amino acids long (Figure 93). The full-length 
PRO940 protein shown in Figure 93 has an estimated molecular weight of about 60,268 daltons and a pi of about 
9.53. Analysis of the fulMength PRO940 sequence shown in Figure 93 (SEQ ID NO:259) evidences the 
presence of the following: a signal peptide from about amino acid 1 to about amino acid 15, potential N- 
glycosylation sites from about amino acid 100 to about amino acid 103, from about amino acid 297 to about 
5 amino acid 300 and from about amino acid 306 to about amino acid 309 and an immunoglobulin and major 
histocompatibility complex signature sequence block from about amino acid 365 to about amino acid 371. Clone 
UNQ477 (DNA54002-1367) has been deposited with ATCC on April 7, 1998 and is assigned ATCC deposit 

no.-209754 

Analysis of the amino acid sequence of the full-length 1 PRO940 polypeptide suggests that it possesses 
10 significant sequence similarity to CD33 and the OB binding proteiri-2. More specifically, an analysis of the 
Dayhoff database (version 35;45>SwissPr6^5) evidencedsignificanthomology between the PRO940 amino acid 
sequence and the following Dayhoff sequences, GD33HUMAN, HSU71382-r, HSU71383_1, D86359_l, 
PGBM^HUMAN, MAGSaMOUSE, D86983M, C22BiHUMAN, P^WOl^ and HVU241 16_1. 

15 EXAMPLE 43 :: Isolation of cDNA Clones Encoding ^Human-PRQ941 l . ::j : : -*n-r. f .- ■ : 

A consensus sequence was obtained relative to a variety of EST sequences- as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA3594 1 . An EST sequence proprietary 
to Genentech was employed in the assembly and is- herein designated DNA64 15 (Figure 96; SEQ ID NO:265). 
Based on the DNA35941 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA 
20 library that contained the sequence of interest, and 2) for use as probes to isolate a clone of the fulMength coding 

sequence for PR0941^ c ; : ; - v - ; ; ; - 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR prifner S^CTTGACTGTCTCTGAATCTnr Arr'r^r (SEQ ID NO:266) 
reverse PCR primec 5 u a AGTnGTnGAAr^ifTrr'r' a rn^OTHfu^ * (CTQ.Tn NO:267) 
25 Additionally; a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA35941 
sequence which- had the following nucleotide sequence — r 
hybridization probe : : - : " : 

5<:CACTACGGTATTAGAGCAAAAGTT*^^ (SEQIDNO:268) 
In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
30 screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0941 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

- DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0941 [herein designated as UNQ478 (DNA53906-1368)] (SEQ ID NO:263) and the derived protein sequence 
35 for PRQ941. 

The entire nucleotide sequence of UNQ478 (DNA53906-1368) is shown in Figure 94 (SEQ ID 
NO:263). Clone UNQ478 (DNA53906-1368) contains a single open reading frame with an apparent 
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translational initiation site at nucleotide positions 37-39 and ending at the stop codon at nucleotide positions 2353- 
2355 (Figure 94). The predicted polypeptide precursor is 772 amino acids long (Figure 95). The full-length 
PR094 1 protein shown in Figure 95 has an estimated molecular weight of about 87,002 daltons and a pi of about 
4.64. Analysis of the full-iength PR0941 sequence shown in Figure 95 (SEQ ID NO:264) evidences the 
presence of the following: a signal peptide from about amino acid 1 to about amino acid 21, potential N- 
5 glycosylation sites from about amino acid 57 to about amino acid 60, from about amino acid 74 to about amino 
acid 77, from about amino acid 419 to about amino acid 422, from about amino acid 437 to about amino acid 
440, from about amino acid 508 to about amino acid 511 , from about amino acid 515 to about amino acid 518, 
from about amino acid 516 to about amino acid 519 and from about amino acid 534 to about amino acid 537, 
and cadherin extracellular repeated domain signature sequences from a£out amino acid 136 to about amino acid 
10 146 and from about amino acid 244 to about amino acid 254. Clone UNQ478 (DNA53906-1368) has been 
deposited with ATCC on April 7, 1998 and is assigned ATCC deposit no. 209747. 

Analysis of the amino acid sequence of the full-length PR0941 polypeptide suggests that it possesses 

<■ 

significant sequence similarity to a cadherin protein, thereby indicating that PR0941 may be a novel cadherin 
protein family member. More specifically, an analysis of the Dayhoff 'database (version 35.45 SwissProt 35) 
1 5 evidenced significant homology between the PR094 1 amino acid sequence and the following Dayhoff sequences, 
150180, CADA_CHICK, 150178, GEN12782, CADC HUM AN , P_W25637, A38992, P_R49731, D38992 and 
G02678. 

EXAMPLE 44 : Isolation of cDNA Clones Encoding Human PRQ944 

20 A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 

above, wherein the consensus sequence obtained is herein designated DNA47374. A variety of proprietary 
Genentech EST sequences were employed in the assembly and are shown in Figures 99-107. Based on the 
DNA47374 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that 
contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence 

25 for PR0944. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 ' -CGAGCGAGTC ATGGCC AACGC-3 T (SEQ ID NO:280) 
reverse PCR primer 5 ' -GTGTC ACACGTAGTCTTTCCCGCTGG-3 ' (SEQ ID NO:281) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA47374 

30 sequence which had the following nucleotide sequence 
hybridization probe 

5 ' -CTGC AGCTGTTGGGCTTCATTCTCGCCTTCCTGGGATGGATCG-3 ' (SEQ ID NO:282) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
35 isolate clones encoding the PR0944 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 
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DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0944 [herein designated as UNQ48 1 (DNA52 1 85- 1 370)] (SEQ ID NO:269) and the derived protein sequence 
for PR0944. 

The entire nucleotide sequence of UNQ481 (DNA52 185- 1370) is shown in Figure 97 (SEQ ID 
NO:269). Clone UNQ481 (DNA52 185- 1370) contains a single open reading frame with an apparent 
5 translational initiation siteat nucleotide positions 219-221 and ending at the stop codon at nucleotide positions 
852-854 (Figure 97). The predicted polypeptide precursor is 2 1 1 amino acids long (Figure 98). The fulUlength 
PR0944 protein shown in Figure 98 has an estimated molecular weight of about 22,744 daltons and a pi of about 
8.5 1 . Analysis of the full-length; PRG944 sequence shown, in Figure 98 (SEQ ID NO:270) evidences the 

presence of the following: a signal peptide from about amino acid 1 to about amino acid 21, transmembrane 

f 

10 domains from about aminaacrd82 to about amino acidl(>2, from abdtetammo acid 1 18 to about amino acid 142 
and from about amino acid 16 1 to^boutamino acid 187; apotential N^y^syiataron site from about amino acid 
72 to about amino acid 75, a sequence btacfchaving hon^ogyito;PMP^22/EMP/MP2^ from 
about amino acid 70 tb^bout^aminb acid 1 lUand a-sequence biock having homology to ABC:2 type transport 
system integral membrane protein from about amino acid 119 to atfout amino acid 133. Clone UNQ481 

15 (DNA52!&5;;f37a>ta ll^?8jfid is assigned ATCC deposit no. 209861 . 

Analysis of the amino acid sequence af the full-length PRG944 polypeptide suggests that it possesses 
significant sequence similarity tat the jGPfifR-proteir^ thereby indicating that PRQ944;may be a novehCPE-R 
homology More* specifically^ an- analysis of ti^DaylidfTdaiaba^ evidenced 
signifiicant: homology between \ ther PK0944r ammo aeict sequence and the following Dayhoff, sequences, 

20 AB000713 1, AB000714__1, AF035814_1, AF000959J, HSU89916_1, EMP2HUM AN , JC5732, 
CELF53B3^6, PM22 ± MOUSE ai^ eGU49797^1; v: ihc ^ 

EXAMPLE 45 : Isolation of cDN A Cnohfe^Dicdding Hum^ PRQ983- s < '•■ \ 

A consensus sequence was obtained relative to a variety o£ EST sequences as described in Example 1 

25 above, wherein "the consensus ; sequence obtainedds herein designated DNA47473. Various proprietary 
Genentech EST sequences were employed in the assembly, wherein those EST sequences are shown in Figures 
1 10-1 16. Based on the DNA47473 consensus sequence; oligonucleotideslwere §yrithesizedr 1) to identify by 
PCR a cDNA library that contained ther sequence of interest and 2) for use as probes to isolate a clone of the 
full-length coding sequence for PR0983: -. - 

30 A pair of PCR primers (forward and reverse) were synthesized: - • 

forward PCR primer 5 -OCACC ACCGTAaGTACrVTnTaTn Aflnrw. (SEQ ID NO:292) 

reverse PCR primer ^AACCArrAGAarrAAnAnrrnaa^L (SEQ ID NO:293) , 

Additionally , a synthetic oligonucleotide hybridization probe was consmictedifrom the consensus . DNA47473 

sequence which had the following nucleotide sequence 

35 hybridization probe :. 

5 ' -CA"GCGGAATCATCGATGCAGGGGCCrCAATTAATGTATCrGTGATGTTAC-3 * (SEQ ID NO:294) 
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In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0983 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human bone marrow (LIB256). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
5 PR0983 [herein designated as UNQ484 (DNA53977-1371)] (SEQ ID NO:283) and the derived protein sequence 
forPR0983. 

The entire nucleotide sequence of UNQ484 (DNA53977-1371) is shown in Figure 108 (SEQ ID 
NO:283): Clone UNQ484 (DNA53977-137I) contains a single open reading frame with an apparent 
translation^ initiation site at nucleotide positions 234-236 and ending at the stop codon at nucleotide positions 
10 963-965 (Figure 108). The predicted polypeptide precursor is 243 amino acids long (Figure 109). The full- 
length PR0983 protein shown in Figure 109 has an estimated molecular weight of about 27,228 daltons and a 
pi of about 7.43. Analysis of the full-length PR0983 sequence shown in Figure 109 (SEQ ID NO:284) 
evidences the presence of the following features: a putative transmembrane domain from about amino acid 224 
to about amino acid 239; a potential N-glycosylation site from about amino acid 68 to about amino acid 71 ; and 

15 three potential N-myristoylation sites from about amino acid 59 to about amino acid 64, from about amino acid 
64 to about amino acid 69, and from about amino acid 235 to about amino acid 240. Clone UNQ484 
(DNA53977-1371) has been deposited with ATCC on May 14, 1998 and is assigned ATCC deposit no. 209862. 

Analysis of the amino acid sequence of the full-length PR0983 polypeptide suggests that it possesses 
significant sequence similarity to the vesicle-associated protein, VAP-33, thereby indicating that PR0983 may 

20 be a novel vesicle associated membrane protein. More specifically, an analysis of the Dayhoff database (version 
35.45 SwissProt 35) evidenced significant homology between the PR0983 amino acid sequence and the following 
Dayhoff sequences: VP33_APLCA, CELF33D1 112, CELF42G22, S50623, YDFC_SCHPO, CELF54H52, 
CELZC196_8, CEF57A10_3, MSP3_GLORO, CEC15H11_1. 

25 EXAMPLE 46: Isolation of cDNA Clones Encoding Human PRO 1057 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA49808. Based on the DNA49808 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

30 PRO1057. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 ' -GCATCTGCAGG AG AG AGCG AAGGG-3 ' (SEQ ID NO:297) 
reverse PCR primer 5 '-CATCGTTCCCGTGAATCCAGAGGC-3 ' (SEQ ID NO:298) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA49808 
35 sequence which had the following nucleotide sequence 
hybridization probe 

5'-GAAGGGAGGCCTTCCTTTCAGTGGACCCGGGTCAAGAATACCCAC-3' (SEQ ID NO:299) 
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In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO1057 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
5 PRO1057 [herein designated as UNQ522 (DNA57253-1382)]. (SEQ ID NO: 295) and the derived protein 
sequence for PRO1057 v ,. Pri , Wi . . . . ... . . _ r . / 

The entire nucleotide sequence- of UNQ522 : (DNA57253-1382) is shown in Figure 117 (SEQ ID 
NO;295). : . Clone UNQ522 (DNA57253-1382) contains ; a single open; . reading, frame with an apparent: 
translaripnal initiation site at nucleotide postt^ the stop codon at nucleotide positions 

10 1514-15 16 (Figure : U7). The predicted polyp^tide .precursor is.413 amiiro acids long (Figure 1 18)* The full- 
len S* PRC1 Q57 PW£toi*?W in Figure-118 has an estimated molecular weight of abottt 47;070 dallon$ and 
a pi of about 9.92- ; Analysis of the full-length PRO1057 sequence shown in Figure 118 (SEQ ID NO:296) 
evidences the ^ abqut.amino acid: I to about amino acid, 16^ 

P?J^^.-H"S^ abmitanuno acid 110 to 

15 5 abomam^^ 

sit ^ f fPffi #?H*;ffiTO acid-^ap^ui amino acid 23? and a serine protease histidinfeHcontaining active site 
from about aminp acid 1 65 taabout amino -acid ITC^ Cipne UNQS22 (PN A57253-1382) has-been deposited with 
ATCC on £iay 14,,, 1998 ^nd ; i? assigned ATCC deposit no. 209867. 

Analysis of the amino acid sequence of the full-length PRO1057 polypeptide suggests that it possesses 
20 significant sequence simil arity. tCKyarious- prqtease proteinSt &ereby; : indicating that PRO 1057 may be a novel 
protease. Mom .sp^iQ^ly^.^ analysis 35.45 SwissProt 35) evidenced 

significant homology -;,1^^0.. ..^. r ,Pf(01Q$? amino- acid sequence and; the following Dayhoff 
sequences^TRYE^DROER, r P^R 1 41 59, A69660* EBN 1_EB V, S65494, GEN 12688 - A51084_l, P_R99571, 



A57514 and AF003200..4. 



25. 



30 



EXAMPLE 47: isolation of cDNA Clon es Encoding Human PRO1071 

: A.^?^^^^ en< ^ w ^ obtained, relative to a variety of EST sequences as described in Example 1 
abov ?' ^rein ?. OHSe nsus sequence pbtained-is herein designated DNA53035.. Based on the DNA53035 
consensus i^quence^ it _wj*s determined that that consensus sequence shared significant sequence identity with 
Incyte EST clone no. 2872569, a xlone that upon review appeared to encode a full length protein. As such, 
? lo ^ e n ^' 2872569 was purchased and its insert was obtained and sequenced so as to confirm the 
proper sequence. Thw^ . . 

DNA sequencing of th^ clone, isolated as described above gave the full-length DNA sequence for 
PRO1071. [lienMa donated .as .UNQ528. (DNA58847.1383>}^(SEQ^,ID, NO:300) and the derived protein 
35- sequence for PRQ107L : . . — . „. 

The entire nucleotide sequence of UNQ528 (DNA58847-1383) is ; shown in Figure 119 (SEQ ID 
NO:300). Clone UNQ528 (DNA58848-1383) contains a single open reading frame with an apparent 
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translational initiation site at nucleotide positions 133-135 and ending at the stop codon at nucleotide positions 
1708-1710 (Figure 1 19). The predicted polypeptide precursor is 525 amino acids long (Figure 120). The full- 
length PRO1071 protein shown in Figure 120 has an estimated molecular weight of about 58,416 daltons and 
a pi of about 6.62. Analysis of the full-length PRO1071 sequence shown in Figure 120 (SEQ ID NO:301) 
evidences the presence of the following: a signal peptide from about amino acid 1 to about amino acid 25, a 
potential N-glycosylation site from about amino acid 25 1 to about amino acid 254, a thrombospondin- 1 homology 
block from about amino acid 385 to about amino acid 399 and von Willibrands factor type C homology blocks 
from about amino acid 385 to about amino acid 399, from about amino acid 445 to about amino acid 459 and 
from about amino acid 42 to about amino acid 56. Clone UNQ528 (DNA58847-1383) has been deposited with 
ATCC on May 20, 1998 and is assigned ATCC deposit no. 209879. 

Analysis of the amino acid sequence of the full-length PRO1071 polypeptide suggests that it possesses 
significant sequence similarity to the thrombospondin protein, thereby indicating that PRO1071 may be a novel 
thrombospondin homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) 
evidenced significant homology between the PRO1071 amino acid sequence and the following Dayhoff , 
sequences, AB002364_1 , D67076J, BTPCINPGN_1 , CET13H10J , CEF25H8_5, CEF53B6_2, CEC26C6_6, 
15 HSSEMG_1, CET21B6_4andBTY08561_l. 

EXAMPLE 48: Isolation of cDNA Clones Encoding Human PRO1072 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA53125. Based on the DNA53125 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO 1072. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 ' -CCAGGAA ATGCTCC AGG AAG AGCC-3 ' (SEQ ID NO: 305) 
25 reverse PCR primer 5 '-GCCCATGACACCAAATTGAAGAGTGG-3 ' (SEQ ID NO:306) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA53125 
sequence which had the following nucleotide sequence 
hybridization prohe 

5 ' -A ACGC AGGGATCTTCCAGTGCCCTTACATG AAGACTG AAGATGGG-3 ' (SEQ ID NO:307) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO1072 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal lung tissue (LIB26). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
35 PRO1072 [herein designated as UNQ529 (DNA58747-1384)] (SEQ ID NO:302) and the derived protein 
sequence for PRO1072. 



20 
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The entire nucleotide sequence of UNQ529 (DNA58747-1384) is shown in Figure 121 (SEQ ID 
NO:302). Clone UNQ529 (DNA58747-1384) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 65-67 and ending at the stop codon at nucleotide positions 1 073- 
1075 (Figure 121). The predicted polypeptide precursor is 336 amino acids long (Figure 122). The full-length 
PRO1072 protein shown in Figure 122 has an estimated molecular weight of about 36,865 daltons and a pi of 
5 about 9. 15. Analysis of the full-length PRO 1072 sequence shown in Figure 122 (SEQ ID NO:303) evidences 
the presence of the following: a signal peptide from about amino acid- 1 to about amino acid 21 , short-chain 
alcohol dehydrogenase protein homology blocks front about amino acid 134 to about amino acid 144, from about 
amino acid 44 to about amino acid 56 and from about amino acid 239 to about amino acid 248 and potential N- 
glycosylation sites from about amino acid 212 to aboot amuwacid 21 5 and from about amina acid 239 to about 

10 amino acid 242. Clone UNQ529 (DNA58747-1384> has been deposited with ATCC on May 14, 1998 and is 
assigned ATCC deposit no. 209868. ; £ * - - : _ ; --. 

Analysis of the amino acid sequenceof the ! full-length PRO1072 polypeptide suggests that it possesses 
significant sequence similarity to the reductase fMiily of proteinic thereby indicating that PRO1072 may be a 
novel reductase: More specifically^ ananalysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 

15 significant hbmology between the PRO1072" amina acid sequence and the following Dayhoff sequences, 
P_W03198; P.W15759; P>608(X); MW 

OXIRJSTRAT AND GELGOlGS^i: ; : : ^ v; 

EXAMPLE 49: Isolation of cDN A Cloned Encoding Human PROl 075 

20 A consensus sequence wa^dbtained relative to 1* variety of EST sequences as described in Example I 

above, wherein the consensus sequence obtained is herein designated DNA34363. Based on the DNA34363 
sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained the sequence 
of interest, and 2) for use a^prbbes^ to isolate a clone of the futt-lehgth coding sequence for PRO1075. 
PCR primers (forward and reve^) were synmesu^r " ^ - - ... 

25 forward PGR primer 5 * -TGAflAfiflTrTrTfTfifiA A nTTdi* (gp^ jp t? ) 
forward PCR pnTTi e r S^r,TrAflrrTATrAfiTnA AAr,r,r (ggq yp N^l*) 
forward PCR primer V-CCAOA ATfiA AfiTAnrrrnnp (gpq T p N1 >^ H )- 
forward PCR primer 5 '-CCGACTCAAAATGCATTGTC-S ' (SEQ ID NO:315) 
forward PCR primer v ~r a rrrnnr a r.r, a ArrnTrr-r (SEQ ID NO:316) 

30 forward PCR primer v-garncr at Aacirr a ArwTfi ^ (ct?q irv N rv? 17 ) 

reverse PCR primer 5 -CTGTATCTCTGC3GCTAf GTCAGAG-3 ' (SEQ ID NO:3 18) 

reverse PCR primer 5 , -CTACATATAATGGCACATGTCAGCC-3 * (SEQ ID NO:319) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA34363 

sequence which had the following nucleotide sequence 

35 hybridization probe . V" '.-*•-..'" 

5 *-CGTCTTCCTATCCTTACCCGACCTC AGATGCTCCCTTCTGCTCCTG-3 ' (SEQ ID NO:320) 
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In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO1075 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human skin rumor tissue (LIB324). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
5 PRO1075 [herein designated as UNQ532 (DNA57689-1385)] (SEQ ID NO:308) and the derived protein 
sequence for PRO1075. 

The entire nucleotide sequence of UNQ532 (DNA57689-1385) is shown in Figure 124 (SEQ ID 
NO:308). Clone UNQ532 (DNA57689-1385) contains a single open reading frame with an apparent 
translations initiation site at nucleotide positions 137-139 and ending at the stop codon at nucleotide positions 
10 1355-1357 (Figure 124). The predicted polypeptide precursor is 406 amino acids long (Figure 125). The full- 
length PRO1075 protein shown in Figure 125 has an estimated molecular weight of about 46,927 daltons and 
a pi of about 5.21. Analysis of the full-length PRO 1075 sequence shown in Figure 125 (SEQ ID NO:309) 
evidences the presence of the following: a signal peptide from about amino acid 1 to about amino acid 29, an 
endoplasmic reticulum targeting sequence from about amino acid 403 to about amino acid 406, a tyrosine kinase 
15 phosphorylation site from about amino acid 203 to about amino acid 21 1 and a sequence block having homology 
to the thioredoxin family of proteins from about amino acid 50 to about amino acid 66. Clone UNQ532 
(DNA57689- 1385) has been deposited with ATCC oh May 14, 1 998 and is assigned ATCC deposit no. 209869. 

Analysis of the amino acid sequence of the full-length PRO 1075 polypeptide suggests that it possesses 
significant sequence similarity to protein disulfide isomerase, thereby indicating that PRO1075 may be a novel 
20 protein disulfide isomerase. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 
35) evidenced significant homology between the PRO1075 amino acid sequence and the following Dayhoff 
sequences, CELC30H7_2, CELC06A6_3, CELF42G8_3, S57942, ER72CAEEL, CELC07A12_3, 
CEH06O014 and P R51696. 

25 EXAMPLE 50: Isolation of cDNA Clones Encoding Human PROIKl 

A cDNA sequence isolated in the amylase screen described in Example 2 above was found, by BLAST 
and FastA sequence alignment, to have sequence homology to a nucleotide sequence encoding the comichon 
protein. This cDNA sequence is herein designated DNA 13242 (Figure 130; SEQ ID NO:323). Based on the 
sequence homology, oligonucleotide probes were generated from the sequence of the DNA13242 molecule and 
used to screen a human placenta (LIB89) library prepared as described in paragraph 1 of Example 2 above. The 
cloning vector was pRK5B (pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Holmes et 
al., Science , 2^3:1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 

The oligonucleotide probes employed included: 
forward PCR primer 5' -GTGCAGCAGAGTGGCTTACA-3' (SEQ ID NO:326) 
35 reverse PCR primer 5 ' -ACTGGACC AATTCTTCTGTG-3 ' (SEQ ID NO:327) 
hybridization probe 

5 -G ATATTCTAGCATATTGTCAGA AGG AAGGATGGTGC AAATTAGCT-3 ' (SEQ ID NO:328) 
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A fall length clone was identified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 14- 1 6 and ending at the stop codon found at nucleotide positions 
446-448 (Figure 128; SEQ ID NO:321). The predicted polypeptide precursor is 144 amino acids long, has a 
calculated molecular weight of approximately 16,699 daltons and an estimated pi of approximately 5.6. Analysis 
of the full-length PR0181 sequence shown in Figure 129 (SEQ ID NO.-322) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 20, a putative type II transmembrane 
domain from about amino acid 1 1 to about amino acid 31 and other transmembrane domains : from about amino 
acid 57 to about amino acid;77 and from about amino acid 123 to about amino acid 143. Clone UNQ155 
(DNA23330-1390) has been deposited with ATCG on April: 14, 1998 and is assigned ATCG deposit no. 209775. 

Analysis of the amino acid sequence of the full-length PRQ181 polypeptide suggests that h possesses 
significant sequence similarity, to the conuchon>;protein,; thereby indicating that PRO 1 81 may be a novel 
cornichon homolog. More specifically, an analysis M : the Dayhoff database ^1^0^35:45 SwissProti35) 
evidenced significant homology ibetween the PRG181 amino acid sequence antWie following Dayhoff sequences; 
AF02281 L 1 , CETQ9E& 3, S6405S,;YGF4 ^YEAST, YB60_.YEAST, EBU89455U*, SIU36383^3 and PH1371 • , , 

EXAMPLE 51: Isolation of cDNA Clones Encoding Human PRQ195 

A cDNA sequence was isolated in the amylase screen de^bed in Example 2 above and is herein 
designated DNA13199 (Figure 134? SEQjID, t NC)ti332)ia The DNA13199 sequence was then compared to a 
variety of expressed sequence tag <EST>; databases which included public EST databases (e.g., GenBank) to 
identify existing homologies. The homology search was performed using the computer program BLAST or 
BLAST2? : (Altdiul: et ah: Methods^n Enzvmoloffv QMA*£u^inam\ Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode knowrt proteins were clustered and 
assembled into consensus DN A sequences with thei programn tt phrapf? (Phil Green, University of Washington, 
Seattle, Washington http://bozeinan.mbt. w^ sequence: 
obtained therefrom is herein designated.as:DNA227^;r;r ; ; . : _ % .-• : r.-r 

Based on die DNA22778 sequence, oligonucleotide probes were generated and used to screen a human 
placenta library (LIB89) prepared' as described ^paragraph 1 of Example 2 above. The cloning vector was 
pRK5B (pRK5B is a precursor- of pRK5D that does not contain the Sfil site; see, Holmes et al., Science . 
253:1278-1280 (199r^ and ^ th& eDNA size cut was less than 2800 bp. . ^ 

PCR primers (forward and reverse) were synthesized: 
forward PCR prim ?r S'.ArAAr 1 rrnAr,rrr/Tr.Tr.^ A r r (SEQ ID NO:333) 
reverse PCR nrim ft r S'-TfiATTfTCfir A appa Ar.ATr^.r (S EQ ID NO:334) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA22778 sequence 
which had the following nucleotide sequence - ^ r - - . .: : 
hybridization proh e . r ^ 

5 ATGGCCTTGGCCGGAGGTTCGGGGACCGGTTCGGGTGAAG-3- , (SEQ ID NO:335) 

In order to screen several libraries for a source of a fullrlength clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above: A positive library was then used to 
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isolate clones encoding the PR0195 gene using the probe oligonucleotide and one of the PCR primers. 

A full length clone was identified that contained a single open reading frame with an apparent 
translations initiation site at nucleotide positions 70-72 and ending at the stop codon found at nucleotide positions 
1039-1041 (Figure 132; SEQ ID NO:330). The predicted polypeptide precursor is 323 amino acids long, has 
a calculated molecular weight of approximately 36,223 daltons and an estimated pi of approximately 5.06. 
Analysis of the full-length PR0195 sequence shown in Figure 132 (SEQ ID NO:330) evidences the presence 
of the following: a signal peptide from about amino acid 1 to about amino acid 31 . a transmembrane domain 
from about amino acid 241 to about amino acid 260 and a potential N-glycosylation site from about amino acid 
90 to about amino acid 93. Clone UNQ169 (DNA26847-1395) has been deposited with ATCC on April 14, 
1998 and is assigned ATCC deposit no. 209772. 

Analysis of the amino acid sequence of the full-length PR0195 polypeptide suggests that it possesses 
no significant sequence similarity to any known protein. However, an analysis of the Dayhoff database (version 
35.45 SwissProt 35) evidenced some degree of homology between the PR0195 amino acid sequence and the 
following Dayhoff sequences, P_P91380, AF0351 18 J , HUMTROPCS_l ; NUODSALTY and E70002. 

15 EXAMPLE 52: Isolation of c DN A Clones Encoding Human PROSrtS 

A cDNA sequence isolated in the amylase screen described in Example 2 above was herein designated 
DNA37642 (Figure 137, SEQ ID NO:338). The DNA37642 sequence was then compared to a variety of 
expressed sequence tag (EST) databases which included public EST databases (e.g. , GenBank) and a proprietary 
EST DN A database (LIFESEQ™, Incyte Pharmaceuticals, Palo Alto, CA) to identify homologies therebetween. 
The homology search was performed using the computer program BLAST or BLAST2 (Altshul et al. , Methods 
in Enzymology 266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 (or in some cases 
90) or greater that did not encode known proteins were clustered and assembled into consensus DNA sequences 
with the program "phrap" (Phil Green, University, of Washington, Seattle, Washington; 
hnp://bozeman.mbt.washington.edu/phrap.docs/phrap.htrnl). The consensus sequence obtained is herein 
25 designated DNA48615. 

Based on the DNA48615 consensus sequence, probes were generated and used to screen a human fetal 
kidney (LIB227) library prepared as described in paragraph 1 of Example 2 above. The cloning vector was 
pRK5B ( P RK5B is a precursor of pRK5D that does not contain the Sfil site; see, Holmes et al.. Science . 
253:1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 
1 PCR primers (forward and reverse) were synthesized: 

forward PCR primer 1 5 * -AAGCTGCCGGAGCTGCA ATG-3 ' (SEQ ID NO:339) 
forward PCR primer ? 5 ' -TTGCTTCTTAATCCTGAGCGC-3 ' (SEQ ID NO:340) 
forward PCR piWr 5 ' -AAAGG AGGACTTTCGACTGC-3 ' (SEQ ID NO:341) 
reverse PGR primer 1 5 ' - AGAGATTCATCCACTGCTCCA AGTCG-3 ' (SEQ ID NO:342) 
reverse PCR primer ? 5 ' -TGTCC AG AA AC AGGC AC ATATCAGC-3 ' (SEQ ID NO:343) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA48615 
sequence which had the following nucleotide sequence 
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hybridization probe 

5 * - AGAC AGCGGC ACAG AGGTGCTTCTGCC AGGTTAGTGGTTACTTGG ATG AT-3 ' (SEQ ID NO:344) 
In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pairs identified above. A positive library was then used 
to isolate clones encoding the PR0865 gene using the probe oligonucleotide and one of the PCR primers. 
5 A full length clone was identified that contained a single open reading frame with an apparent 

translation^ initiation site at nucleotide positions 173-175 and ending at the stop codon found at nucleotide 
positions 1577-1579 (Figure 135; SEQ ID NO:336). The predicted polypeptide precursor is 468 amino acids 
long, has a calculated molecular weight of approximately 54,393 daltons and an estimated pi of approximately 
5.63. Analysis of the full-length PR0865 sequence shown in Figure 136 (SEQ ID NO: 337) evidences the 

TO presence of the following: a signal peptide from about amino acid 1 1 to about amino acid 23; potential N- 
glycosylation sites from about amino acid 280 to about amino acid 283 arid from abouraihino acid 384 "to about 
amino acid 387, a potential amidation site ffohi about ammo acid 94' to about amino acid 97, glycosaminoglycan 
ariachment sites from "about amino acid 20 to about amino acid 23 and from about amino acid 223 to about amino 
acid 226, an amihotraihsferaLse cla^-V p^ritibxy acid 

T5 216 to about amino t acid 222 ind an artiirio acid %qu^^i)IoCk¥imiM'to that found in the 5 mterleukh>7 protein 
from about amino acid 338 to about aniihb acid 343. Clone UNQ434 (DNA53974-1401) has been deposited with 
ATCC on April 14, 1998 and is assigned ATCC deposit no. 209774. 

"Analysis aimrio acid^s©^^ polypeptide suggests that it possesses 

no significant sequence similarity to any teown protein^. ^However, an analysis of the Dayhoff database (version 

20 35.45 SwissProt 35) evidenced some degree of homology between the PR0865 ammo acid sequence and the 
following Dayhoff sequences; YMN0_YEAST, r ATFCA4;43, S44168; P^W 14549 and RABTCRG4_1. 



EXAMPLE 53 : Isolation of cDNA Clones Encoding Human PRQ827 

A cDN A sequence isolated in the amylase screen described in Example 2 above was found, by BLAST 

25 and FastA sequence alignment, to have sequence homology to nucleotide sequences encoding various integrin 
proteins. This cDNA sequence is herein designated DNA47751 (see Figure 140; SEQ ID NO:347). Based on 
the sequence homology , probes were generated from the sequence of the DNA4775 1 molecule arid used to screen 
a human fetal pigment epithelium library (LIB 11 3) prepared as described in paragraph 1 of Example 2 above. 
The cloning;vector was pRK5B (pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Holmes 

30 et al.. Science. 253:1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 
PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 * - AGGGAC AG AGGCC AG AtM ACTTC-3 ' (SEQ ID NO:348) 
reverse PCR primer 5 '-CAfiGTGCATATTCAC AnCAftOATn-^ * YffiiQ' f fV Nn-^iQY 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA47751 

35 sequence which had the following nucleotide sequence 
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hybridization probe 

5 ' -GGA ACTCCCCTTCGTC ACTC ACCTGTTCTTGCCCCTGGTGTTCCT-3 ' (SEQ ID 
NO:350) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
5 isolate clones encoding the PR0827 gene using the probe oligonucleotide and one of the PCR primers. 

A full length clone was identified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 134-136 and ending at the stop codon found at nucleotide 
positions 506-508 (Figure 138; SEQ ID NO:345). The predicted polypeptide precursor is 124 amino acids long, 
has a calculated molecular weight of approximately 13,352 daltons and an estimated pi of approximately 5.99. 
10 Analysis of the full-length PR0827 sequence shown in Figure 139 (SEQ ID NO:346) evidences the presence 
of the following: a signal peptide from about amino acid 1 to about amino acid 22, a cell attachment sequence 
from about amino acid 70 to about amino acid 72, a potential N-glycosylation site from about amino acid 98 to 
about amino acid 101 and an integrin alpha chain protein homology sequence from about amino acid 67 to about 
amino acid 81. Clone UNQ468 (DNA57039-1402) has been deposited with ATCC on April 14, 1998 and is 
15 assigned ATCC deposit no. 209777. 

Analysis of the amino acid sequence of the full-length PR0827 polypeptide suggests that it possesses 
significant sequence similarity to the VLA-2 integrin protein and various other integrin proteins, thereby 
indicating that PR0827 may be a novel integrin or splice variant thereof. More specifically, an analysis of the 
Dayhoff database (version 35.45 SwissProt 35) evidenced significant homology between the PRO240 amino acid 
20 sequence and the following Dayhoff sequences, S44142, ITA2_HUM AN , ITA1_RAT, ITA1_HUMAN, 
ITA4_HUM AN , ITA9 HUMAN, AF032108J, ITAM_MOUSE, ITA8_CHICK and ITA6_CHICK. 

EXAMPLE 54 : Isolation of cDNA Clones Encoding Human PROl 1 14 

A cDNA sequence isolated in the amylase screen described in Example 2 was found, by the WU- 
25 BLAST2 sequence alignment computer program, to have certain sequence identity to other known interferon 
receptors. This cDN A sequence is herein designated DNA48466 (Figure 143; SEQ ID NO: 352). Based on the 
sequence identity, probes were generated from the sequence of the DNA48466 molecule and used to screen a 
human breast carconoma library (LIB 135) prepared as described in paragraph 1 of Example 2 above. The 
cloning vector was pRK5B (pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Holmes et 
30 al., Science . 253 : 1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 

The oligonucleotide probes employed were as follows: 
forward PCR primer 5 * - AGGCTTCGCTGCGACTAGACCTC-3 ' (SEQ ID NO:354) 
reverse PCR primer 5 ' -CCAGGTCGGGTAAGGATGGTTGAG-3 ' (SEQ ID NO:355) 
hybridization probe 

35 5 * -TTTCTACGC ATTG ATTCCATGTTTGCTC AC AGATG AAGTGGCCATTCTGC-3 ' (SEQ ID NO:356) 
A full length clone was identified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 250-252, and a stop signal at nucleotide positions 1183-U85 
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(Figure 141 , SEQ ID NO:351). The predicted polypeptide precursor is 31 1 amino acids long, has a calculated 
molecular weight of approximately 35,076 daltons and an estimated pi of approximately 5.04; Analysis of the 
full-length PROl 1 14 interferon receptor sequence shown in Figure 142 (SEQ ID NO:352) evidences the presence 
of the following: a signal peptide from about amino acid 1 to about amino acid 29, a transmembrane domain 
from about amino acid 230 to about amino acid 255, potential N-glycosylation sites from about amino acid 40 
5 to about amino acid 43 and from about amino acid 134 to about amino acid 137, an amino acid sequence block 
having homology to tissue factor pr<^'^mabout'alnii«'acid"fe to ab^ut amino acid 119 and an amino acid 
sequence block having homology to mtegrm alpha chain proteins from aboiit ammo acid~232 to about amino acid 
262. Clone UNQ557 (DNA57033-1403) hias been deposited with ATCG bn May 27, 1993 and is assigned ATGC 
deposit ho. '209905! . 

^y sis ofUle Dayton *a^^ WU-BLAST2 sequence 

alignment analysis of tfe fcMengtt Nd:352)f evidenced significant 
homology between the PROl 1 14 interferon receptor amino acid sequence and the following Dayhoff sequences: 
G01418, I^O^O Wp>7^ , 

' •" " '• • v . : - i " "- ii« c-_:u;;; •*.>«•.:< :c:;c3 ».s-t '.:;»< wifain '3c ■-ionc ucri.^ivv -\Ycc 

15 EXAMPLE 55: isolation of cDNA C^neVEWcodmrHiim^ft «P sn - = ? Jr.;-;- .urn iiu^^n: 

A consensus I sequence 1 was jobtam^reiaiivb to a varieryW f 
above, wherein the consensus sequence OD&me^ig he^ 

consensus sequenceV blig^nuciebtidey w^re s>*uSe^kear 1) ^ i&*itiry by T»CR^ a cDNA iibrar^ mar contained 
the sequence of interest, and 2) for use as probes- to isolate a clone of me^rulflehgtti cvtiifc Sequence for 
20 PR0237:'"' -rvv : . .ta^-.- :.>-.-., .=.;.:,. i ^. n ; -o-i 31 pcivpo^'^e ,v^-i, - --: 

PCR primers (forward and reverse) were'synmesired:: r ' - ; "f«- " ir 

forward I^R prirher 5^fCTGCTOAGGf^ ID NO:35(>jr ' '' ' ' 

reverse PCR primer 5' : -GA&5CTCf^ : CSE0 ; iD : N6:3^/ -e ^ 1 

_ Additionally, a synthetic bligonuclebtl^ DNA30905 
25 sequence wluc&'l^-& % j^bwing'iniiie^36 sbquencV : ;Li0i - :--. z -~-">2 -:\ i'Z-:- r ~ ' J . 

hybridization prrftf- - '' : - : ^ ^ _-.u:s :^.7 ■ ; = _-■ 
S'^CCTCTtTGTCAACGTTGrcA^^^^ rb NO :361) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
30 isolate clonWerjcodmg me PR6237 gene and one of the PCR primers. RNA 

for construction of the cDNA libraries was isolated from human fetal brain tissue (LIB153): 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0237 [hereiiidesignatedas UNQ2H (DNA34353-1428)] (SEQ ID NOi357) and the derived protein sequence 
forPR0237. * •-• ' : r • ■ i.:.:--:.:^^.:-;; 

35 The entire nucleotide sequence- of UNQ211 (DNA34353-1428) is shown in Figure 144 (SEQ ID 

NO:357). Clone UNQ211 (DNA34353-1428) contains a single open reading frame with an apparent 
translatibnal initiation site at nucleotide positions 586-588 and ending at me stop codbn at nucleotide positions 
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1570-1572 (Figure 144). The predicted polypeptide precursor is 328 amino acids long (Figure 145). The full- 
length PR0237 protein shown in Figure 145 has an estimated molecular weight of about 36,238 daltons and a 
pi of about 9.90. Analysis of the full-length PR0237 sequence shown in Figure 145 (SEQ ID NO:358) 
evidences the presence of the following: a signal peptide from about amino acid 1 to about amino acid 23, a 
transmembrane domain from about amino acid 177 to about amino acid 199, potential N-glycosylation sites from 
5 about amino acid 1 18 to about amino acid 121, from about amino acid 170 to about amino acid 173 and from 
about amino acid 260 to about amino acid 263 and eukaryotic-type carbonic anhydrase sequence homology 
blocks from about amino acid 222 to about amino acid 270, from about amino acid 128 to about amino acid 164 
and from about amino acid 45 to about amino acid 92. Clone UNQ21 1 (DNA34353-1428) has been deposited 
with ATCC on May 12, 1998 and is assigned ATCC deposit no. 209855. 
10 Analysis of the amino acid sequence of the full-length PR0237 polypeptide suggests that it possesses 

significant sequence similarity to the carbonic anhydrase protein. More specifically, an analysis of the Dayhoff 
database (version 35.45 SwissProt 35) evidenced significant homology between the PR0237 amino acid sequence 
and the following Dayhoff sequences, AF050106J, OACALPJ, CELD1022_8, CAH2 HUMAN, 1CAC, 
CAH5 HUMAN, CAHP HUMAN , CAH3 HUMAN, CAH1HUMAN and 2CAB. 

15 

EXAMPLE 56: Isolation of cDNA Clones Encoding Human PRQ541 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA42259. Based on the DNA42259 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
20 the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0541. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 ' -GG AC AG A ATTTGGG AGC AC ACTGG-3 ' (SEQ ID NO:364) 
forward PCR primer V-rrAAGAr T TATArTr T TrrTrr..r (SEQ ID NO: 365) 
25 reverse PCR nrimer 5 •-AGCACAGATTTTCTCTACAGCCCCC-3 ' (SEQ ID NO:366) 
reverse PCR primer 5 * - AACC ACTCCAGC ATGTACTGCTGC-3 ' (SEQ ID NO:367) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA42259 
sequence which had the following nucleotide sequence 
hybridization probe 

30 5 ' -CCATTC AGGTGTTCTGGCCCTGTATGTAC AC ATTATAC AC AGGTCGTGTG-3 ' (SEQ ID NO:368) 
In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 

used to isolate clones encoding the PR0541 gene using the probe oligonucleotide and one of the PCR primers. 

RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 
35 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR0541 [herein designated as UNQ342 (DNA45417-1432)] (SEQ ID NO:362) and the derived protein sequence 

for PRQ541. 
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The entire nucleotide sequence of UNQ342 (DNA45417-1432) is shown in Figure 146 (SEQ ID 
NO:362). Clone UNQ342 (DNA45417-1432) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 469-471 and ending at the stop codon at nucleotide positions 
1969-1971 (Figure 146). The predicted polypeptide precursor is 500 amino acids long (Figure 147). The full- 
length PR0541 protein shown in Figure 147 has an estimated molecular weight of about 56,888 daltons and a 
5 pi of about 8.53. Analysis of the full-length PROS41 sequence shown in Figure 147 (SEQ ID NO:363) 
evidences the presence of the following: a sigiial peptide frorri about amino acid 1 to about amino acid 20, amino 
acid sequence blocks having homology to extracellular proteins SCP/Tpx^l/Ag5/PR-l/Sc7 from about amino 
acid 165 to about amino acid 186, from about amino acid 196 to about amino acid 218, frdm about amino acid 
134 to about arriiho acid 146, from about amino acid 96 to about arhirid acnd ! lOS'afid frorri about amino acid 58 
10 to about amino acid 77 and a rk>tehfiaTN-gi^ 28 fd^tbbut amino acid 31. 

Clone UNQ342 (Dh^ on Mia^ 27^1998 and is assigned ATCC 

' deposit no. 2<^lbr ~ ' "■"' !: : - ' : - - ^ v. ^ <^ r <" - • " - : - 

Analysis of the amino acid sequence of the full-length PR0541 polypeptide suggests that it possesses . 
significant 'sequence simiiarify tb~ a trypsin inhibitor protein; ' tKereby "indicating tiSat : PR034'1 may be a hovel 
15 trypsin inhibitor ~. M6re spwiru^Iy; an to 

significant homology Berw^ri'ttifeT PR054i ; amino' acid : ^equenc£ 0 aiki' ;, thc^' : following Dayhoff sequences, 
m50271iVAB009^^ 
' CETO5A10^Wp3^H85;' : : c — : — ^- ' ■■^ [ :<^ - .'J.- 

20 E£\MPLE 57: Isolatibn 6 En^odirig Hurri afi PRQ273 n ^ r .r 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herem' designated DN A36465; Based on the DNA36465 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

A pak of rck primere ^ 
forward I^CR brirner 5'^ACX:GCCCTC^^ 

reverse PCR primer 5 ' -TCCCAAOTGGTTTGGAGTTTTCCC-3 ' (SEQ ID NO: 372) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA36465 

30 sequence which had the following nucleotide sequence 

hvbridization probe : 

5M7TCCGGTCAGCATGAGGCT (SEQ ID NO:373) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above.- A positive library was then used to 
35 isolate clones encoding the PR0273 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue. 
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DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0273 [herein designated as UNQ240 (DNA39523-1 192)] (SEQ ID NO:369) and the derived protein sequence 
for PR0273. 

The entire nucleotide sequence of UNQ240 (DNA39523-1192) is shown in Figure 148 (SEQ ID 
NO:369). Clone UNQ240 (DNA39523-1 192) contains a single open reading frame with an apparent 
5 translational initiation site at nucleotide positions 167-169 and ending at the stop codon at nucleotide positions 
500-502 (Figure 148). The predicted polypeptide precursor is 111 amino acids long (Figure 149). Clone 
UNQ240 (DNA39523-1192) has been deposited with the ATCC. It is understood that the deposited clone 
contains the actual sequence and that the sequences provided herein are merely representative based on current 
sequencing techniques. Moreover, given the sequences provided herein and knowledge of the universal genetic 
10 code, the corresponding nucleotides for any given amino acid can be routinely identified and vice versa. 

Analysis of the amino acid sequence of the full-length PR0273 polypeptide suggests that portions of 
it possess sequence identity with human macrophage inflammatory protein-2, cytokine-induced neutrophil 
chemoattractant 2, and neutrophil chemotactic factor 2-beta, thereby indicating that PR0273 is a novel , 
chemokine. 

15 As discussed further below, the cDNA was subcloned into a baculovirus vector and expressed in insect 

cells as a C-terminally tagged IgG fusion protein. N-terminal sequencing of the resultant protein identified the 
signal sequence cleavage site, yielding a mature polypeptide Of 77 amino acids. The mature sequence, showing 
31-40% identity to other human CXC chemokines, includes the four canonical cysteine residues but lacks the 
ELR motif. Northern analysis demonstrates expression at least in the small intestine, colon, spleen, lymph node 

20 and kidney. By in situ hybridization, also described in detail below, mRNA is localized to the lamina propria 
of intestinal villi and to renal tubules. 

EXAMPLE 58 : Isolation of cDNA Clones Encoding Human PRO701 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
25 above, wherein the consensus sequence obtained is herein designated DNA39848. Based on the DNA39848 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO701. 

A pair of PCR primers (forward and reverse) were synthesized: 
30 forward PCR primer 5 ' -GGC A AGCTACGG AAACGTC ATCGTG-3 ' (SEQ ID NO:376) 
reverse PCR primer 5 ' -A ACCCCCGAGCCAAAAGATGGTCAC-3 ' (SEQ ID NO:377) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA39848 
sequence which had the following nucleotide sequence: 
hybridization prnhe 

35 5 •-GTACCGGTGACCAGGCAGCAAAAGGCAACTATGGGCTCCTGGATCAG-3 ' (SEQ ID NO:378). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
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isolate clones encoding the PRO701 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO701 [herein designated as UNQ365 (DNA44205-1285)] (SEQ ID NO:374) and the derived protein sequence 
forPRO701. 

5 The entire nucleotide sequence of UNQ365 (DNA44205-1285) is shown in Figure 150 (SEQ ID 

NO:374). Clone UNQ365 .(DNA44205 r l 285) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 50-52-and ending at the stop codon at nucleotide positions 2498- 
3000 (Figure 150). The predicted polypeptide precursor is 816 amino acids long (Figure 151). The full-length 
PR07Q1 protein shown, in. Figure ISLfaas an estimated molecular weightof about 91,794 daltons, a pi of about 

10 5,88 and NX(S/T) being 4. Clone UNQ365 (DNA44205- 1285) has been deposited, with the ATCC on March 
31, J998..IUS understood u^uie^e^ 
herein are representative based on. sequencing techniques. . 

...Still r.egardHig.me. ,aminp acid sequence shown in Figure 151 . there is a potential signal peptide cleavage 
site at about amino acid,25. Tiere ai^poteitti^JN-glycosytotion sites at about amino acid positions 83, 51 1, 7|6 

15 and .883, The carboxylesteraws .type-B signature^ 2 u seo^ence. is at about residues;,125 to 135. Regions 
homologous with carbqxyleste^ typeeB are also at about residues 54-74, 197-212 and 221-261 . A potential 
transmembrane region correspomis apiTOxiniately to amino acids ,6? 1 through about 700. The corresponding 
nucleic acids can be routinely <tetennined: 

.. . Analysis of the amino acid sequence of the full-length PRO701 polypeptide suggests that it possess 

20 significant homology to the neuroUgi^ that PRO701 may be a novel human 

neuroligin. . r . - -. 

EXAMPLE 59: Isolation of cDN A qpnes. Fncndi ng. Human PRO704 - ........ 

A consensus sequencewas obtained reLatiyetq a variety of EST sequences as described in Example 1 
25 above, wherein the consensus sequence obtained is herein designated; DNA43033. Based on the DNA43033 

consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 

the sequence of interest, and 2) for use as probes, to- isolate a clone of the full-length coding sequence for 

PRO704.. .... : - lu . ... 

A pair of PCR primers. (forward and reverse): were synthesized: 
30 forward PCR primer s ' .rr-rrr.nriTr'r.Tnrz^ a nr* ^ r^j-r^ r (S EQ ID NO:381); 

reverse PCR primer 5^-CAC^CTCCAC<JCTGCATGCTCAGG-3^ (SEQ ID NO:382). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA43033 consensus 

sequence which had the following nucleotide sequence;. .. : • - . . 

hybridization prttfH* 

35 5'-GTCAAACGTTCGAGTACTTQAAAC(KKiAGCACTCGCTGTCGAAGG-3' (SEQ ID NO:383): 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
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25 



isolate clones encoding the PRO704 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave -the full-length DNA sequence for 
PRO704 f herein designated as UNQ368 (DNA5091 1-1288)] (SEQ ID NO:379) and the derived protein sequence 



for PRO704. 



5 The entire nucleotide sequence of UNQ368 (DNA509 11-1288) is shown in Figure 152 (SEQ ID 

NO:379). Clone UNQ368 (DNA5091 1-1288) contains a single open reading frame with an apparent 
translations initiation site at nucleotide positions 8-10 and ending at the stop codon a, nucleotide positions 1052- 
1054 (Figure 152). The predicted polypeptide precursor is 348 amino acids long (Figure 153). The full-length 
PRO704 protein shown in Figure 153 has an estimated molecular weight of about 39,71 1 and a pi of about 8 7 
10 Clone UNQ368 (DNA5091 1-1288) has been deposited with the ATCC on March 31, 1998. Regarding the 
sequence, it is understood that the deposited clone contains the correct sequence, and the sequences provided 
herein are based on known sequencing techniques. 

Analysis of the amino acid sequence of the full-length PRO704 polypeptide suggests that portions of 
» possess significant homology to the vesicular integral membrane protein 36, thereby indicating that PRO704 
15 may be a novel vesicular integral membrane protein. 

Still analyzing the amino acid sequence of SEQ ID NO.-380, the putative signal peptide is at about amino 
acids 1-39 of SEQ ID NO:380. The transmembrane domain is at amino acids 310-335 of SEQ ID NO.-380. 
A potential N-glycosylation site is at about amino acids 180-183 of SEQ ID NO:380. . The corresponding 
nucleotides can be routinely determined given the sequences provided herein. 
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EXAMPLE 60: Isolation of cDNA Clones Encoding Human PRO70fi 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA40669. Based on the DNA40669 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO706. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 '-CCAAGCAGCTTAGAGCTCCAGACC-3 1 (SEQ ID NO:386) 
reverse PCR primer 5 ' -TTCCCTATGCTCTGTATTGGC ATGG-3 ' (SEQ ID NO:387) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA40669 
sequence which had the following nucleotide sequence 
hybridization prohe 

5 -GCCACTTCTGCC AC AATGTCAGCTTTCCCTGTACCAGAA ATGGCTGTGTT-3 ' (SEQ ID NO:388) 
In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO706 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal brain tissue (LIB153). 
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DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO706 [herein designated as UNQ370 (DNA48329- 1 290)] (SEQ ID NO:384) and the derived protein sequence 
for PRO706. It is understood that the deposited clone contains the actual sequence, and that the sequences 
provided herein are representative based on current sequencing techniques. 

The entire nucleotide sequence of UNQ370 (DNA48329-1290) is shown in Figure 154 (SEQ ID 
NO:384). Clone UNQ370 (DNA48329-1290) contains a single open reading frame with an apparent 
translations initiation site at nucleotide positions 279-281 and ehdirigat the stop codon at nucleotide positions 
1719-1721 (Figure-i54). The predicted polypeptide precursor is 480 amino acids long (Figure 155). The 
full-length PRO706 protein shown in Figure 155 has ah estimated molecular weight of about 55,239 daltons and 
a pi of about 930. Clone UNQ370 (DNA48329-1296) has been depdsiied wi^ ATCC oh April 21, 1998. 

Still regarding the amino acid sequSnWshown in Figure 155, there is a potential signal peptide cleavage 
site at about amin<>acid 19. There are potential N-glycosylation sites at about amino acid positions 305 and 354. 
There is a potential tyrosine kinase phosphbrylation sife^t atotitirnirio acid position 335 y A rfegidn homologous 
with histidine atidpfidspfo^ The ~am^p6iiSmg ftiitfeiS 'afcid 'regibife ^cari' be , 

routinely determine* given the Evicted setpiehces; Le;, tteco^riS 'ban be determtoetf rrbb "the : speciififcaliy 
named amino acids giveiri" * - en - - ::Ln £ P'---^ oa^vi-ucicuiiatr anc. ..-r^ o:. : ; '\h ^hiiol:- F-'N \ 

: - Analysis of the amino adiii ^querice of tfe ffiteterij^ M67^^^^ suggests that ponions of 

it possess si^ficattfc^ acid>h6^K£ra^e precursor hereby indicating that PRO706 

may 'be a- riovei human prostatic ac^'phosphatafie^ ' " '-"v : *— ^ ' 

20 EXAMPLES 1 : Isolation of cDNA Clones Eh^inig Human P^diOT 1 

A consensus sequence was obtained relatiwWa as^ described in Example 1 

above, wherehi the consensu^ sequOT<£ 6^ DNA42775, 
oligonucleotides wei^^thesiireSdri ) to identify by PCR a cDNA librarfthat toriminedthe sequence of interest, 
and 2) for use as probes to isolate a clone of the fuH ; = 

25 A pair of PCR primers (forward 1 arid rwer^) were synthesriedr ' 

forward Pcfr primes '.Trrvl^^ : 

reverse PCR grimier s v -rffY;finirflr a TTlnTr*nTT , r < Ti^r:npr'_ ^ * (SE q id NO:392). 

Additionally, a synthetic oligonucleotide hy from the DNA42775 sequence 

which had the following nucleotide sequence: 

30 hybridization probe 

5 , -CCGACTGTGAAAGAGAACGCCCCAGATCCACrTATTCCCC-3• (SEQ ID NO:393). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identifiecfarxjve; A positive library was then used to 
isolate clones encoding the PRO707 gene using the probe oligonucleotide arid one of the F>CR primers. RNA 

35 for construction of the cDNA libraries was isolated from human fetal* kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO707 [herein designated as UNQ371 (DNA48306-1291)] (SEQ ID NO:389) and the derived protein sequence 

29i 
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for PRO707. 

The entire nucleotide sequence of UNQ371 (DNA48306-1291) is shown in Figure 156 (SEQ ID 
NO:389). Clone UNQ371 (DNA48306-1291) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 371-373 and ending at the stop codon at nucleotide positions 
3119-3121 ofSEQIDNO:389. The predicted polypeptide precursor is 916 amino acids long (Figure 157). The 
5 full-length PRO707 protein shown in Figure 157 has an estimated molecular weight of about 100,204 daltons 
and a pi of about 4.92. Clone UNQ371 (DNA48306-1291) has been deposited with ATCC on May 27, 1998. 
It is understood that the clone UNQ371 which is deposited is that which encodes PRO707, and that the sequences 
herein are merely representations based on known sequencing techniques which may be subject to minor errors. 

Regarding analysis of the amino acid sequence, the signal sequence appears to be at about 1 through 
10 30 of SEQ ID NO:390. Cadherins extracellular repeated domain signature sequence is at about amino acids 121- 
131, 230-240, 335-345, 440-450, and 550-560 of SEQ ID NO:390. Tyrosine kinase phosphorylation sites are 
at about amino acids 124-132 and 580-586 of SEQ ID NO:390. A potential transmembrane domain is at about 
amino acids 682-715 ± 5. The nucleic acid positions can be derived by referring to the corresponding codon 
for the named amino acid. 

15 Analysis of the amino acid sequence of the full-length PRO707 polypeptide suggests that portions of 

it possess significant homology to the cadherin FIB3 protein, expressed in human fibroblasts, thereby indicating 
that PRO707 may be a novel cadherin. 

EXAMPLE 62 ; Isolation of cDNA Clones Encoding Human PRQ322 
20 A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 

above, wherein the consensus sequence obtained is herein designated DNA48336. Based on the DNA48336 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0322. 

25 A pair of PCR primers (forward and reverse) were synthesized: 

forward PCR primer 5 ' -C AGCCTAC AG AATAA AG ATGGCCC-3 ' (SEQ ID NO:396) 

reverse PCR primer 5 ' -GGTGCA ATGATCTGCC AGGCTG AT-3 ' (SEQ ID NO:397) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA48336 consensus 

sequence which had the following nucleotide sequence: 

30 hybridization probe 

5 '-AGAAATACCTGTGGTTCAGTCCATCCCAAACCCCTGCTACAACAGC AG-3 ' (SEQ ID NO:398). 

In order io screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0322 gene using the probe oligonucleotide and one of the PCR primers. RNA 
35 for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0322 [herein designated as UNQ283 (DNA48336-1309)] (SEQ ID NO:394) and the derived protein sequence 
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for PR0322. It is understood that UNQ283 (DNA48336-1309) in fact encodes PR0322, and that SEQ ID 
NO: 394 is a representation of the sequence based on sequencing techniques known in the art. 

The entire nucleotide sequence of UNQ283 (DNA48336-1309) is shown in Figure 158 (SEQ ID 
NO:394). Clone UNQ283 (DNA48336-1309) contains a single open reading frame with an apparent 
translations initiation site at nucleotide positions 166-168 and ending at the stop codon at nucleotide positions 
5 946-948 (Figure 158). The predicted polypeptide precursor is 260 amino acids long (Figure 159). The full- 
length PR0322 protein shown in Figure 159 -has an estimated molecular weight of about 28,028 daltons and a 
pi of about 7.87. Clone UNQ283 (DNA48336-1309) has been deposited with ATCC arid is assigned ATCC 
deposit no. 209669./ ^ , v . : ~ . 

Regarding the amuio acid sequeace;of Figure J59, a potential Jf*-glyeosylatioa site is at amino acid 1 10 
10 of SEQ ID NO:395.. The serine proteases; trypsin family and histidme active site is identified at amino acids 
69 through 74 of SEQ ID NO:3953arid the consensus. seque^ through.217of 
?EQ ID NO:395 . . The kringie domain proteins ^ of SE q id 

NO:395. The putative si^ r , ; . , : r r ; ... 

^ i ^ of 
15 it possess significant homology to neuropsin and other serine proteases, thereby indicating that PR0322 is a 
novel serine^piotea^-r^liat^djo neuropsin. r;.:.Q.;n ^;>hAJ2r.^-.ii vs m * ^ .-v.- r-- :• 

EXAMP^ ; 6^ : Isolation of cDN A Clones Encoding Hnmim PR QS?f r .- P 

A con^i^ ^quence wa& pbt^ described in Example 1 

20 above, wherein the consensus sequence obtained is herein, designated DNA39626. Based on the DNA39626 
consensus sequence, oligonucleotides, w^^ 

toe sequence of i^er^. and: 2) for use; as probes to Jsolate-a.cloBe-of for 

A pair-.of PCR primers (iorw^d.aad reyer^^r^s^Oiesi^ ^ v ;:n - r v. 
25 forwqrq PCR primer 5-TGGCTC^ , 
reverse PQR primer 5VGCCTGCAGGTGATTG ID NO:402>. 

Additionally,^ synthetic oligonucleotide hybridization probe was constructed from the DNA39626 consensus 
sequence which had the fpllowing^ueleotide; sequence: „ ^ 

hybridization probe _ 

30 5 ' - AGGC ACTGCCTGATGAC ACCTTCC f (SEQ ID NO.403). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR ampHficatioji -with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0526 gene using the probe oligonucleotide and; one of the PCR primers. RN A 
for construction of the cDNA libraries was isolated from human fetal liver tissue (LIB228). - ■ - -. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0526 [herein designated as UNQ330 (DNA44184-1319)] (SEQ ID NO:399) and the derived protein sequence 
forPRQ526. 
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The entire nucleotide sequence of UNQ330 (DNA441 84-13 19) is shown in Figure 160 (SEQ ID 
NO:399). Clone UNQ330 (DNA44 184-13 19) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 514-516 and ending at the stop codon at nucleotide positions 
1933-1935 (Figure 160). The predicted polypeptide precursor is 473 amino acids long (Figure 161). The full- 
length PR0526 protein shown in Figure 161 has an estimated molecular weight of about 50,708 daltons and a 
5 pi of about 9.28. Clone UNQ330 (DNA44 184-1319) has been deposited with the ATCC on March 26, 1998. 
It is understood that the clone contains the actual sequence, whereas the sequences presented herein are 
representative based on current sequencing techniques. 

Analysis of the amino acid sequence of the full-length PR0526 polypeptide suggests that portions of 
it possess significant homology to the leucine repeat rich proteins including ALS, SLIT, carboxypeptidase and 
10 platelet glycoprotein V thereby indicating that PR0526 is a novel protein which is involved in protein-protein 
interactions. 

Still analyzing SEQ ID NO: 400, the signal peptide sequence is at about amino acids 1-26. A leucine 
zipper pattern is at about amino acids 135-156. A glycosaminoglycan attachment is at about amino acids 436- 
439. N-glycosylation sites are at about amino acids 82-85, 179-182, 237-240 and 423-426. A von Willebrand 
15 factor (VWF) type C domain(s) is found at about amino acids 411-425. The skilled artisan can understand 
which nucleotides correspond to these amino acids based on the sequences provided herein. 

EXAMPLE 64: Isolation of cDNA Clones Encoding Human PRQ531 

An ECD database was searched and an expressed sequence tag (EST) from LIFESEQ™, Incyte 

20 Pharmaceuticals, Palo Alto, CA was identified which showed homology to protocadherin 3. Based on this 
sequence, a search was performed using the computer program BLAST or BLAST2 (Altshul et al ./ Methods in 
Enzymology 266:460-480 (1996)) as a comparison of the ECD protein sequences to a 6 frame translation of the 
EST sequence. Those comparisons resulting in a BLAST score of 70 (or in some cases. 90) or greater that did 
not encode known proteins were clustered and assembled into consensus DNA sequences with the program 

25 "phrap" (Phil Green, University of Washington, Seattle, Washington). 

A consensus DNA sequence was assembled relative to other EST sequences using phrap. Based on the 
consensus sequence obtained, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that 
contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence 
forPR0531. 

30 A pair of PCR primers (forward and reverse) were synthesized: 

forward PCR primer 5 -CTGAGAACGCGCCTGAAACTGTG-3 ' (SEQ ID NO:406); 
reverse PCR primer 5 ' - AGCGTTGTC ATTGACATCGGCG-3 1 (SEQ ID NO:407). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA sequence 
which had the following nucleotide sequence: 
35 hybridization probe 

5 '-TTAGTTGCTCC ATTC AGG AGGATCTACCCTTCCTCCTG AAATCCGCGG A A-3 ' (SEQ ID NO:408). 
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In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0531 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal brain tissue (LIBI53). The cDNA libraries 
used to isolate the cDNA clones were constructed by standard methods using commercially available reagents 
such as those from Invitrogen, San Diego, CA r The cDNA was primed with oligp dT containing, a. NotI site, 
linked with blunt to Sail hemikinased adaptors, cleaved with Noti,. sized appropriately by gel electrophoresis, 
and cloned in a defined orientation into a suitable cloning yectorXsuch as pRKB or pRKD; pRK5B is a precursor 
of pRK5D that does not contain the Sfil site; see r Ho^.et^^&ieji£g:-2SS2l278-1280 (1991)) in the unique 
Xhol arid NotI sites. n _ r . ... .... t1 ... , ..,.. r . 0 . '.. 

... y: PM ; »qu win£ of clo mi ^!?^:^;de^^ t aboy^ave the full-length DNA sequence for 
PR0531 [hereindes^ 

for PRQ531, : f : ;v ipM i-.ri^ ,v iin!ir . T -., v 

: -r - (DNA48314-1320) is shown in Figure 162 

(SEQ ID NO:404). It is understood t^t the.aouaj ^uence is ; ft^ wi^ tbsrATCC 

as M A48314 -^^- 9* ne UNQ332 (DN^48^^ apparel 
tr^lational iiutiation 

2 ^ 6 ?T^ 6 7 ;^ ^:R r ^^^.P9!yP^ti^ preoursor is J89 amino apidsjloog^Rguie 163); cThe fultc 

length PR0531 protein shown in Figure 163 has an estimated molecular weight of about 87,552 daltons and a 
pi of about 4.84. Clone UNQ332 (DNA48314-1320) has been deposited with the ATCC on March 26, 1998, 

20 ^:^' ys ^ ^ suggests that portions of 

it possess significant homology .to protc^o^er^S.. Moreover, PRG53T .is : feiwfetaite- brainy likec*thei- 
protocadheriiis, thereby indicatip thjg L PRpS31. u-a myeL cadfaerin stq^fanulyr - ■ : J 

25 An ATP/GTP-binding site motif A (P-Ioop) is found at about amino acids 285-292 oi SEQ ID NO:405. N- 
glycosylation sites are, found aUeast at. aj^out amino, acids. 567^570; 786^790, 418-421 and 336-339 of SEQ ID 
N ? :4 ^: — e Peptide is at about ammaacids 1-2$; and thettansmembrane domaiais at about amino acids 
685-712of SEQIDNO:405, - , r _ . : 

30 EXAMPLE 6,S: Isolation of cDN^ Clones Encoding Human PROS34 ( 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequent Based dh the 43(M8 consensus 

sequence, oligonucleotides were synthesized^ 1) to identiry by PCR a cDNA library that contained the sequence 
of interest, an^I 2) for use as probes tq isolate a clone of Ae:full-lengTh:coding sequence for PR0534. — 

3$ A pair of PCR primers (forward and reyei^) were synthesizedit:. 

forward P^R pri™^ 5 ' -C AC AG AGCC AGi^GTGGCGG AATC-3 * (SEQ ID NO:41 1); 
reverse PCR pHm»r 5 ' -CC AC ATGTTCCTGCTCTTGTCCTGG-3 * (SEQ ID NO:412). 
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Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA43038 
sequence which had the following nucleotide sequence: 
hybridization probe 

5 -CGGTAGTGACTGTAdTCTAGTCCTGTTTTACACCCCGTGGTGCCG-3 ' (SEQ ID NO:413). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
5 screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0534 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal lung tissue (LIB26). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRG534 [hereindesignatedas UNQ335 (DNA48333-1321)} (SEQ ID NO:409) and the derived protein sequence 
10 forPR0534. 

The entire nucleotide sequence of UNQ335 (DNA48333-1321) is shown in Figure 164 (SEQ ID 
NO:409). Clone UNQ335 (DNA48333-1321) contains a single open reading, frame with an apparent 
translations initiation site at nucleotide positions 87-89 and ending at the stop codon at nucleotide positions 1 1 67- 
1 169 (Figure 164), The predicted polypeptide precursor is 360 amino acids long (Figure 165). The full-length 

15 PR0534. protein shown in Figure 165 has an estimated molecular weight of about 39,885 daltons and a pi of 
about 4.79. Clone UNQ335 (DNA48333-1321) has been deposited with ATCC on March 26, 1998. It is 
understood that the deposited clone contains the actual sequence, and that the sequences provided herein are 
representative based on current sequencing techniques. 

Analysis of the amino acid sequence of the full-length PR0534 polypeptide suggests that portions of 

20 it possess significant sequence identity with the protein disulfide isomerase, thereby indicating that PR0534 may 
be a novel disulfide isomerase. 

Still analyzing the amino acid sequence of PR0534, the signal peptides is at about amino acids 1-25 of 
SEQ ID NO:410. The transmembrane domain is at about amino acids 321-340 of SEQ ID NO:410. The 
disulfide isomerase corresponding region is at amino acids 2 1 2-302 of SEQ ID NO:4 10. The thioredoxin domain 

25 is at amino acids 21 1-227 of SEQ ID NO:410. N-glycosyiation sites are at: 165-168, 181-184, 187-190, 194- 
197, 206-209, 278-281. and 293-296 of SEQ ID NO:4I0. The corresponding nucleotides can routinely be 
determined from the sequences provided herein. PR0534 has a transmembrane domain rather than an ER 
retention peptide like other protein disulfide isomerases. Additionally, PR0534 may have an intron at the 5 
prime end. 

30 

EXAMPLE 66: Isolation of cDNA Clones Encoding Human PRQ697 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA43052. Based on this consensus 
sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained the sequence 
35 of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for PRQ697. 
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A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer S'-CCTGGCTCGCTGCTGCTGCTC-S' (SEQ ID NO:416); 
reverse PCR primer 5 * -CCTC AC AGGTGC ACTGCA AGCTGTC-3 ' (SEQ ID NO:417). 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA43052 consensus 
sequence which had the following nucleotide sequence: 
5 hybridization probe 

5 '-CTCTTCCTCTTTCKKrCAGCCCGACTTCTCCTACAAGCGC * (SEQ ID NO:418). 

In order to screen several libraries for a source- of a full-length ; clone,- DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0697 gene using the probe oligonucleotide and one of the PCR primers. RN A 
10 for construction of the cDNA libraries was. i^ldt^^om\hum^:&^ilddiiey tissue (LIB227). 

DNA sequencing^ me- clones isolated as^ described above gave me fulMength DNA sequence for 
PR0697 [herein designate*^ 

forPR0697. -TV- i^A^^J -r:- -::>: ,:,-:^cv.-.i - : c.-.V — • ■. .-. - 

The entire nucleotides^ Figure 166 (SEQ ID 

15 NO:414) - Clone (DNA50^i325) : contains a^ • smgie open ^reading frame with an apparent 

tra^lational initiation site at nucieotid^^ at the stop cddon at nucleotid^positions 929- 

931 (Figure 166), The predicted polypeptide precursor is 295 amino acids long (Figure 167). The full-length 
PR0697 protem showa m Figure 167 h^ m weight of about 33,5 1 8 dattohs and a pl of 

about 7.74. Clone UNQ361 (DNA5092&-1325) was deposited with-the^ ATGC on March' 26, 1 998. It is 

20 understood that the deposited ck>ne contains thi^ actual sequencflrand that the sequences provided herein are 
representative based oh current sequencing. techniques^- ---- ; - 

Analysis of the anuro^acid se^ 
it possess significant sequetice identity wim sFRPs, thereby indicating that PR0697 may be a novel sFRP family 

member. ' -- "^K-U \. L . _.i:c-..: ..... ...... 

25 Still analyzing the? amiikv aci* sequence of PR0697, the signal peptides is at about amino acids 1 -20 of 

SEQ ID NO:415. The Cystem rich domam^ having identity with the* frizzled N-tenninus, is at about amino acids 
6-153 of SEQ ID NO:415; The corresponding nucleotides caff routmely be determihed from the sequences 
provided herein* 

30 EXAMPLE 67: Isolation of cDNA Clones Encoding Human PRQ7 1 7 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA42829. Based on the DNA42829 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

35 PR0717;. :._ r .: . ... 
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A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5'-AGCTTCTCAGCCCTCCTGGAGCAG-3* (SEQ ID NO:421); 
reverse PCR primer 5'-CGGGTCAATAAACCTGGACGCTTGG-3* (SEQ ID NO:422). 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA42829 consensus 
sequence which had the following nucleotide sequence: 
5 hybridization probe 

5 * -T ATGTGG ACCGG ACC A AGC ACTTC ACTG AGGCC ACC A AG ATTG-3 1 (SEQ ID NO:423). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0717 gene using the probe oligonucleotide and one of the PCR primers. RNA 
10 for construction of the cDNA libraries was isolated from human fetal liver tissue (LIB229). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0717 [herein designated as UNQ385 (DNA50988-1326)] (SEQ ID NO :4 19) and the derived protein sequence 
forPR0717. 

The entire nucleotide sequence of UNQ385 (DNA50988-1326) is shown in Figure 168 (SEQ ID 
15 NO:419). Clone UNQ385 (DNA50988-1326) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 17-19 and ending at the stop codon at nucleotide positions 1 697- 
1699 (Figure 168). The predicted polypeptide precursor is 560 amino acids long (Figure 169). The full-length 
PR07 17 protein shown in Figure 169 has an estimated molecular weight of about 58,427 daltons and a pi of 
about 6.86. Clone UNQ385 (DNA50988-1326) has been deposited with the ATCC on April 28, 1998. 
20 Regarding the sequence, it is understood that the deposited clone contains the correct sequence, arid the 
sequences provided herein are based on known sequencing techniques. 

Analysis of the amino acid sequence of the full-length PR0717 polypeptide suggests that PR0717 may 
be a novel 1 2 transmembrane receptor . The reverse complement strand of DN A50988 has a stretch that matches 
identically with human regulatory myosin light strand. 
25 Still analyzing the amino acid sequence of SEQ ID NO:420, transmembrane domains are at about amino 

acids 30-50, 61-79, 98-112, 126-146, 169-182, 201-215, 248-268, 280-300, 318-337, 341-357, 375-387, and 
420-441 of SEQ ID NO:420. N-glycosylation sites are at about amino acids 40-43 and 43-46 of SEQ ID 
NO:420. A glycosaminoglycan attachment site is at about amino acids 468-471 of SEQ ID NO:420. The 
corresponding nucleotides can be routinely determined given the sequences provided herein. 

30 

EXAMPLE 68 : Isolation of cDNA Clones Encoding Human PRQ731 

A database was used to search expressed sequence tag (EST) databases. The EST database used herein 
was the proprietary EST DNA database LIFESEQ™, of Incyte Pharmaceuticals, Palo Alto, CA. Incyte clone 
2581326 was herein identified and termed. DNA42801. Based on the DNA42801 sequence, oligonucleotides 
35 were synthesized: 1) to identify by PCR a cDNA library that contained the sequence of interest, and 2) for use 
as probes to isolate a clone of the full-length coding sequence for PR073 1 . 
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A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 ' -GTA AGC AC ATGCCTCC AGAGGTGC-3 * (SEQ ID NO:426); 
reverse PCR primer 5 -GTGACGTGGATGCTTGGGATGTTG-3 ' (SEQ ID NO:427). 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA42801 sequence 
which had the following nucleotide sequence: 
5 hybridization probe 

5 -TGGAC ACCTTC AGTATTG ATGCC AAGAC AGGCCAGGTCATTCTGCGTCGA-3 1 (SEQ ID NO:428). 

In order to screen several libraries for a source of a full-length clone, DMA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0731 gene using the probe bligohuclebtide and one of the PCR primers. RNA 

10 for coiastruction of the cDNA .libraries was isolated ^fronVhuman bbne marrow tissue (LIB255). The cDNA 
libraries used to isolate the cDN A clones were constructed by standard indriibds using cbmmercially available 
reagents such as those from Invitrogen, Sah Diego- CA; The : cDNA was primed with oirgo dT containing a Notr 
site;- linked with^ blunt to Sail hemikihased adaptor^- cleaved^ with NotI, sized appropriately by gel 
electropiioEesisV amt cloned in a defined orientation into a suitable cloning vector (such as pRKB or pRKD; 

15 '- > PRKSB & apreeursbr of pRK5D dfitd^-notwhta&r the Sfrf titei&itiolm&k afc &ience; 253: 1278-1280 
(1991)) in fee unique Xhol and NotI sites; - - ;: : : : a - 

-: : .•DNA^iieh^inig' of «ie clones'- isolated ' a^a^mbed^!^''^^ the full-lehgtb fDNA sequence for 
PR0731 [hereincfeigi^ed^UNQ395(DNA4833r^lJ29)] (SEQ ID NOV424) and the derived protein sequence 
forPRQ731^ - ^ : ^r;ir:- !:• ::-. iL.r:ri: ^r-i :'.i,- •• "f^. 

20 The entire nucleotide sequence of UNQ396 (DNA48331-132S0 is shown in Figure 170 (SEQ ID 

NO:424); u Q^^ with an apparent 

translational initiation site at nucleotide positions 329-33 1 and ending at the stop codon at nucleotide positions 
3881-3883 (Figure>70). The ^ acids long (Figure 171); The full- 

length PR0731 protein showh in Figure 171 has an estimated molecular weight of about 129,022 daltons and 

25 a pi of about 5.21 Clone UNQ395 (DNA4833 1^1329) was deposited with the ATCC on March 31, 1998; 
Regarih^g the" ^ clone contains the correct sequence, and the 

sequences provided herein are based div known sequencing techniques. 

Analysis of the amino acid sequence of 'the fijlMengtlr PR073 1 polypeptide Suggests that portions of 
it possess significant identity and similarity to members of the protocadheriri family, thereby indicating that 

30 PR0731 may be a hoVel protocadherin. 

Still analyzing the amino acid sequence of SEQ ID NO:425, the putative signal peptide is at about amino 
acids 1-13 of SEQ ID NO:425. The transmembrane domain is at amino acids 719-739 of SEQ ID NO:425. The 
N-glycosylation of SEQ ID NO:425 are as follows: 415-418, 582-586, 659-662, 662-665, and 857-860. The 
cadherin extracellular repeated domain signatures are at about amino acids (of SEQ ID NO:425): 123-133, 232- 

35 242, 340-350, 448-458; and 553-563. The corresponding nucleotides can be routinely determined given the 
sequences provided herein. 
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EXAMPLE 69 : isolation of cDNA Clones Encoding Human PRO?l« 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA1741 1 . Two proprietary Genentech 
EST sequences were employed in the consensus assembly and are shown in Figure 174 and 175. Based on the 
DNA1741 1 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that 
5 contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence 
for PR0218. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 -AAGTGGAGCCGOAGCCTTrr_V (SEQ ID NO:433); 
reverse PCR primer S'-TCGTTGTTTATOCAGTAOTrr.n-V (SEQ ID NO:434). 
10 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA1741 1 
sequence which had the following nucleotide sequence: 
hybridization probe 

5 ' - ATTGTTTA AAGACTATGAG ATACGTG AGTATGTTGTACAGG-3 * (SEQ ID NO:435). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
15 screened by PCR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0218 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB28). 

DNA sequencing of the clones isolated as described above gave the" full-length DNA sequence for 
PR0218 [herein designated as UNQ192 (DNA30867-1335)] (SEQ ID NO: 429) and the derived protein sequence 
20 forPR0218. 

The entire nucleotide sequence of UNQ192 (DNA30867-1335) is shown in Figure 172 (SEQ ID 
NO:429). Clone UNQ192 (DNA30867-1335) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 150-152 and ending at the stop codon at nucleotide positions 
1515-1517 (Figure 172). The predicted polypeptide precursor is 455 amino acids long (Figure 173). The full- 

25 length PR0218 protein shown in Figure 173 has an estimated molecular weight of about 52,917 daltons and a 
pi of about 9.5. Clone UNQ192 (DNA30867-1335) has been depositecTwith the ATCC on April 28, 1998. 
Regarding the sequence, it is understood that the deposited clone contains the correct sequence, and the 
sequences provided herein are based on known sequencing techniques. 

Analysis of the amino acid sequence of the full-length PR0218 polypeptide suggests that PR0218 may 

30 be a novel transmembrane protein. 

Still analyzing the amino acid sequence of SEQ ID NO:430, the putative signal peptide is at about amino 
acids 1 through 23 of SEQ ID NO:430. Transmembrane domains are potentially at about amino acids 37-55, 
81-102, 150-168, 288-311, 338-356, 375-398, and 425-444 of SEQ ID NOI430. N-glycosylation sites are at 
about amino acids 67, 180, and 243 of SEQ ID NO:430. Eukaryotic cobalamin-binding protein is at about 

35 amino acids 15 1-160 of SEQ ID NO: 430. The corresponding nucleotides can be routinely determined given the 
sequences provided herein. 
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EXAMPLE 70 : Isolation of cDNA Clones Encoding Human PRQ768 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA43448. Based on the DNA43448 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
5 PR0768. 

A pair of PCR primers (forward: and reverse) were, synthesized: : 
forward PCR primer 5 -GGCTGACACCGCAGTn^TnTTr aq.v (SEQ H> NO: 438); 
revqr,sq PCP primer- 5 , -GCTGCTGGGGAGTGCAATGTAGGTGr3' r: (SEQ ID NO:439). 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA43448 consensus 
'10 sequence which had the following nucleotide sequence;, - ■r-.yi-.cxii-c.--.- 

hybrjdiz^tipn-prpbfe .-> <.CJv /• :;\OC VfT 1 r W/T— G'~- ]'-:"; o a^lu ID Mr?.i:;v ; 

5 -CAW (SEQ ID NO :440). 

in.orfer to scr^ several Ubrafiies fox avsoure^ of libraries was 

screened, by :PCR ampUfration wi^^ A. positive: library was then used to 

15 isolate clones encadingrthe;PRQ768 gene using the probe pUgroueieetide andam-of the r PCR primers c RN A 
for .construction of the cDNA-libraries wasvisolatei from; human bone marrow tissue (LIB255). 

DNA sequencing of theclones isolated.as described above gaye tte MHengflirDNA : sequence for 
PR076$rh er ein^ 
forPR0768^ROi( 

20 The entire nucleotide sequel^ of UNQ406.(^ (SEQ ID 

NO:436). Clone UNQ406 (DNAS3737-1345) contains ,a single op$n reading frame with an apparent 
ti^lationaliinitiation site at nucJteottderwsitio^2ft-22 and ending:»t|he t ffltop coton^nucleoude positions 3443- 
3445 (Figure 176). The predicted rx^lyr^ptia^prepurwr 13 1 141 amino ^:ids long (Figure 177). The full-length 
PR0768 protein shown in Figure 177iias attesting of-abeuU24*671 daltons and a pi of 

25 about 5.82. Clone UNQ406 (DNA55737* 1345) has been deposited wift the ATCC on Aprils, 1998. Regarding 
the sequence, it is understood that the deposited clone contains the eeiTec^quence v an^ the sequences provided 
herein are based on known sequencing, techniques. 

Analysis olthe amino acid sequence of the full-length PRQ768 polypeptide suggests that portions of 
it possess significant sequence identity and similarity : wim mtegrin 7vv. : 

3® Still analyzing the amino acid sequence of SEQID NQ:437, the putatiyesignal peptide is at about amino 

acids 1-33 of SEQ ID NO:437.. The transmembrane domain is at amino acids 1039-1064 of SEQ ID NO :437 . 
N-glycosylation sites are at amino acids: 86-89, 746-749, 949-952, 985-988 md 1005-1008 of SEQ ID NO:437. 
Integrin alpha chain protein domains are identified at about amino acids;. 1064rl 074 , 384-409, 1041-1071 , 317- 
346, 443-465, 385-407, 215-224, 634-647,85-99,322-346.470^79,^ 

35 ID NO:437. The corresponding nucleotides can be routinely determined given the sequences provided herein. 
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EXAMPLE 71 : Isolation of rDNA Clones Enmrtin r H. jma n PRQ771 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA43330. Based on the DNA43330 
sequence, oligonucleotides were synthesized: 1 ) to identify by PCR a cDNA library that contained the sequence 
of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for PR0771 . 
5 A pair of PCR primers (forward and reverse) were synthesized: 

forward PCR primer 5'-CAGCAATATTCAGAAGCGGCAAGGG-3' (SEQ ID NO:443); 
reverse PCR primer 5 ' -CATCATGGTCATCACCACCATCATCATC-3 ' (SEQ ID NO:444). 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA43330 consensus 
sequence which had the following nucleotide sequence: 
10 hvbridizarion probe 

5 -GGTTACTACA AGCCAACACAATGTCATGGCAGTGTTGGACAGTGCTGG-3 ' (SEQ ID NO:445). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PGR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR077 1 gene using the probe oligonucleotide and one of the PCR primers. RNA 
15 for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB28). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0771 [herein designated as UNQ409 (DNA49829-1346)](SEQ ID NO:441) and the derived protein sequence 
forPR0771. 

The entire nucleotide sequence of UNQ409 (DNA49829-1346) is shown in Figure 178 (SEQ ID 
20 NO:441). Clone UNQ409 (DNA49829-1346) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 134-136 and ending at the stop codon at nucleotide positions 
1442-1444 (Figure 178). The predicted polypeptide precursor is 436 amino acids long (Figure 179). The full- 
length PR0771 protein shown in Figure 179 has an estimated molecular weight of about 49,429 daltons and a 
P I of about 4.8. Clone UNQ409 (DNA49829-1346) has been deposited with the ATCC on April 7, 1998. 
25 Regarding the sequence, it is understood that the deposited clone contains the correct sequence, and the 
sequences provided herein are based on known sequencing techniques. 

Analysis of the amino acid sequence of the full-length PR0771 polypeptide suggests that portions of 
it possess significant homology to the testican protein, thereby indicating that PR0771 may be a novel testican 
homologue. 

Still analyzing the amino acid sequence of SEQ ID NO:442, the putative signal peptide, leucine zipper 
pattern, N-myristoylation sites, and thyroglobulin type-1 repeats are also shown in Figure 179. The 
corresponding nucleotides can be routinely determined given the sequences provided herein. 
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EXAMPLE 72: Isolation of cDNA Clones Encoding Human PRQ733 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA45600. Based on the DNA45600 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
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the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0733. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 '-CCCAGCAGGGATGGGCGACAAGA-3 ' (SEQ ID NO:448); 
reverse PCR primer 5 ' -GTCTTCC AGTTTC ATATCC AATA-3 * (SEQ ID NO:449). 
5 Additionally i a synthetic oligonucleotide hybridization probe was constructed from the DNA45600 consensus 
sequence which had the following nucleotide sequence: - •:: . T 
hybridization probe . . _ . - . - 

S'-CCAGAAGGAGCACGGGGAAGGGGAGGCAGATCTTGTCGCCCAT^' (SEQ ID NO:450>. 

-In order; to screen several libraries for-a source of a full-length clone, DNA from the libraries was 
10: screened by PGR amplification with: the, KIR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0733 gene using the. probe oligonucleotide and one of the PGR primers. RNA 
for construction of the cDNA libraries was isolated from human bone marrow tissue (LIB255). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRQ733:[hgrein designated as UNQ41il (DNA52196-1348)1(SEQ ID NO:446) and the derived protein sequence 
15; for PR0733v=«j>r.-- rrcxr: r^w.-dl " Sprain Duw-v - ^ xi.-*...^- . 2.; . : .~ .^A:. ~vr* ^..^ 
: : The entire nucleotide sequencei of ,tLNQ411-(DNA52196il348> is shown in Figure 180 (SEQ. ID. 
NO:446>. : single.vopeD reading frame with an apparent 

translational initiation site at nucleotide positions 106-108- and ending at the stop codon at nucleotide positions 
793-795 (Figure„J8Q). ,Xhe predicted polypeptide ^ pxecuiTOr is,229 amino acids long (Figure 181). The fiill- 
20 length PR0733 protein shown in Figure 181 has an estimated molecular weight of about 26,017 daltons and a 
pi of aboutE^73.done UNQ4U (DNAS2196-134S) has been deposited with the ATCC on April 7, 1998. 
Regarding the sequence,: it: is understood that the deposited clone: contains the correct sequence, and the 
sequences provided herein, are based: c^Jcrwwjn sequencing techniques. ; ; : i ■ „ 

: Analysis ofctheamino^acid- sequenced 4te falMeiigtb PR0733 poly^ 
25- it possess significant sequence identity and similarity to*the^Tl/ST2 receptor binding protein precursor and 
therefore may hav^ a: similar function in cell signaling. If it is a cytokine, it may be useful in the treatment of 
inflammation and. cancers ; . c 1 : : - r : j j . 

Still analyzing the amino acid sequence of SEQ ID NO:447, the putative signal peptide, transmembrane 
d .9J^^ also shown in Figure 181. The corresponding 

30 nucleotides can be routinely determined givea the sequences provided ^ 



EXAMPLE 73 : Isolation of cDNA Clones Encoding, Human PR0 162 < 

. An expressed sequence taglEST) DNA database (Merck/Washington University) was searched and an 
EST AA397543 was identified which showed homology to human pancreatitis-associated protein. The EST 
35 AA397543 cole was purchased and its insert, obtained and sequenced and the sequence obtained is shown in 
Figure 182 (SEQ ID NO:451). 
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The entire nucleotide sequence of PRO 162 is shown in Figure 1 82 (SEQ ID NO:45 1 ). DNA sequencing 
of the clone gave the full-length DNA sequence for PR0162 [herein designated as UNQ429 (DNA56965-1356)] 
(SEQ ID NO:451) and the derived protein sequence for PR0162. Clone UNQ429 (DNA56965-1356) contains 
a single open reading frame with an apparent translational initiation site at nucleotide positions 86-88 and ending 
at the stop codon at nucleotide positions 61 1-613 (Figure 182). The predicted polypeptide precursor is 175 
5 amino acids long (Figure 183). The full-length PR0162 protein shown in Figure 1 83 has an estimated molecular 
wetght of about 19,330 da.tons and a pi of about 7.25. Clone UNQ429 (DNA56965-1356) has been deposited 
w.th the ATCC. Regarding the sequence, it is understood that the deposited clone contains the correct sequence, 
and the sequences provided herein are based on known sequencing techniques. 

Analysis of the amino acid sequence of the full-length PR0162 polypeptide suggests that portions of 
10 ,t possess significant homology to the human pancreatitis-associated protein, thereby indicating that PR0162 may 
be a novel pancreatitis-associated protein. 

Still analyzing the amino acid sequence of SEQ ID NO:452, the putative signal peptide is at about amino 
ac.ds 1-26 of SEQ ID NO:452. A C-type lectin domain signature is at about amino acids 146-171 of SEQ ID 
NO.-452. The corresponding nucleotides can be routinely determined given the sequences provided herein. 



15 



20 



25 



30 



35 



EXAMPLE 74 : Isolation of cDNA Clnn~ Fn coding H,m, an ppo-tbs 

A consensus DNA sequence (designated herein as DNA49308) was assembled relative to other EST 
sequences using phrap as described in Example 1 above, Based upon an observed homology between the 
DNA49308 consensus sequence and the Incyte EST cloOne no. 2777282, the Incyte EST clone no. 2777282 was 
purchased and its insert obtained and sequenced, which gave the full-length DNA sequence for PR0788 [herein 
designated as UNQ430 (DNA56405-1357)] (SEQ ID NO:453) and the derived protein sequence for PR0788 

Clone UNQ430 (DNA56405-1357>contains a single open reading frame with an apparent translational 
inmauon site at nucleotide positions 84-86 and ending at the stop codon at nucleotide positions 459-461 (Figure 
184). The predicted polypeptide precursor is 125 amino acids long (Figure 185). The" full-length PR0788 
protein shown in Figure 185 has an estimated molecular weight of about 13.1 15 daltons and a pi of about 5 90 
Clone UNQ430 (DNA56405-1 357) has been deposited with the ATCC. Regarding the sequence, it is understood 
that the deposited clone contains the correct sequence, and the sequences provided herein are based on known 
sequencing techniques. 

Still analyzing Figure 185, a signal peptide is shown at about amino acids 1-17 of SEQ ID NO:454. 
An N-glycosylation site is at about amino acids 46-49 of SEQ ID NO:454. 

EXAMPLE 75 : Isolation of cDNA Clon ^ Encoding H.. mar , PROtODK 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated as DNA49804. An EST proprietary to 
Genentech was employed in the consensus assembly and is herein designated as DNA16508 (Figure 188; SEQ 
ID NO:457). Based upon an observed homology between the DNA49804 sequence and Merck EST clone no. 
AA143670, the Merck EST clone no. AA 143670 was purchased and its insert obtained and sequenced. That 
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sequence is shown herein in Figure 186 (SEQ ID NO:455). 

Sequencing gave the full length sequence for PRO1008 [herein designated as UNQ492 (DNA57530- 
1375)] (SEQ ID NO:455) and the derived protein sequence for PRO1008 were identified. 

The entire nucleotide sequence of UNQ492 (DNA57530-1375) is shown in Figure 186 (SEQ ID 
NO:455). Clone UNQ492 (DNA57530-1375) contains a single open reading frame with an apparent 
5 translational initiation site at nucleotide positions 138-140 and ending at the stop codon at nucleotide positions 
936-938 (Figure 186). The predicted polypeptide, precursor is 26(5 amino acids long (Figure 187). The full- 
length PRO1008 protein shown in Figure 187 has an estimated molecular weight of about 28,672 daltons and 
a pi of about 8.85. Clone UNQ492 (DNA57530-1375) has-been deposited with the ATCC on May 20, 1998. 
Regarding the sequence, it is understood that the deposited clone, contains the correct sequence, and the 
■10 sequences provided herein are based on too wrrsequenc^g ~hcv;v.-i .^ <:w . : , - . . 

- Analysis: of the amino acid sequencer of the fulMength; PRO10^ 
it fk>ssess significam sequm^ wi&H^kk-l-^ 
*- a novel member of this family and have head indujcMg;actiyiry e "ur. '^-o^^i--;* , c j/\'« ;r : t d\a 

Still analyzingrtheamino acid sequence of SEQ ID. NO:456 v th^iputativeagnal peptide ^ at About amino 
15 acids r-23 of SEQ ID NO:456. The N^lyc^ acids 256-259 of SEQ ID NO :4 56, 

and the fungal zn-(2)-cys(6) bihuclear cluster domain is at about amino acids 1 10-126 ci^SEQ ID NO:456, The 
corresponding nucleotides can of all the amino acids can be routinely deterrrimed given, the, sequenc^provided 
hereinv r -- :::nr,;i.';_ ; ;^-..; pm'cr i-.-r Her:;;:?ed *iLv. r *. A nn^vive :.ibr:\r\ -.y^ 

20 EXAMPLE 76 : Isolation of cDNA Clones Encoding Human PRO1012 

A consensus DN A sequence wa^ assembled relative to other EST sequences using phrap as described 
in Example 1 above; wherein me consensus sequence is herein designated^ 

consensus sequence; oligonucleotides, were synthesized:: l) : ta identify by PCR.a cDf^A: library that contained 
the sequence of interest, andr2) fomise as probes to isolate: a.clone of the ftriMengm coding sequence for 

25 PRO1012. • ------i^ - :.a:,;:,:;-r:n,^ . : . t .... u: ~ : -: :: v-r : : J\ . r . ; .. ;!;;:; ..,. tr . : . 

A pair of PCR primers (forward and reverse); were synthesized:- ^: v -v - 

forward PGR primer 5 , -ACTCCCCAGGCTGTTCACACTGCC-3^ (SEQ ID NO:460); . 
reverse PCR primer 5' -GATCAGCCAGCGAATACCAGGAGC-3 1 -(SECfclD NQ:46U; : 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA49313 consensus 

30 sequence which had the following nucleotide sequence:^ . : - t - % -. : t ... ........ 

hybridization probe 1 . . - 

5 9 -GTGGTG ATG ATAG AATGCTTTGCCG AATGAAAGG AGTCAAC AGCTATCCC-3 ' (SEQ JD NO:462). 

In order to screen several libr^ 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
35 isolate clones encoding the PRO1012 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 
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DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO1012 [herein designated as UNQ495 (DNA56439-1376)] (SEQ ID NO:458) and the derived protein 
sequence for PRO1012. 

The entire nucleotide sequence of UNQ495 (DNA56439-1376) is shown in Figure 189 (SEQ ID 
NO:458). Clone UNQ495 (DNA56439-1376) contains a single open reading frame with an apparent 
5 translations initiation site at nucleotide positions 404-406 and ending at the stop codon at nucleotide positions 
2645-2647 (Figure 189). The predicted polypeptide precursor is 747 amino acids long (Figure 190). The full- 
length PRO1012 protein shown in Figure 190 has an estimated molecular weight of about 86,127 daltons and 
a pi of about 7.46. Clone UNQ495 (DNA56439-1376) has been deposited with ATCC on May 14, 1998. 
Re ?? rdin g me sequence, it is understood that the deposited clone contains the correct sequence, and the 
10 sequences provided herein are based on known sequencing techniques. 

Analysis of the amino acid sequence of the full-length PRO1012 polypeptide suggests that portions of 
it possess sequence identity with disulfide isomerase thereby indicating that PRO1012 may be a novel disulfide 
isomerase related protein. 

Still analyzing the amino acid sequence of SEQ ID NO:459, the cytochrome C family heme-binding site 
signature is at about amino acids 158-163 of SEQ ID NO:459. The Nt-DNAJ domain signature is at about amino 
acids 77-96 of SEQ ID NO:459. An N-glycosylation site is at about amino acids 484-487 of SEQ ID NO:459. 
The ER targeting sequence is at about amino acids 744-747 of SEQ ID NO:459. It is understood that the 
polypeptide and nucleic acids disclosed can be routinely formed with or without, these portions as desired, in 
alternative embodiments. For example, it may be desirable to produce PRO1012 without the ER targeting 
20 sequence. The corresponding nucleotides can be routinely determined given the sequences provided herein. 

EXAMPLE 77: Isolation of cDNA Clones Encoding Human PRO1014 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 abobe, wherein the consensus sequence obtained is herein designated DNA4981 1 . Based upon 
an observed homology between the DNA4981 1 sequence and Incyte EST clone no. 2612207, Incyte EST clone 
no. 2612207 was purchased and its insert was obtained and sequenced, wherein the sequence obtained is shown 
in Figure 191 (SEQ OD NO:463). 

DNA sequencing gave the full-length DNA sequence for PRO1014 [herein designated as UNQ497 
(DNA56409-1377)] (SEQ ID NO:463) and the derived protein sequence for PRO1014. 
30 The entire nucleotide sequence of UNQ497 (DNA56409-1377) is shown in Figure 191 (SEQ ID 

NO:463). Clone UNQ497 (DNA56409-1377) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 66-68 and ending at the stop codon at nucleotide positions 966- 
968 (Figure 191). The predicted polypeptide precursor is 300 amino acids long (Figure 192). The full-length 
PRO1014 protein shown in Figure 192 has an estimated molecular weight of about 33,655 daltons and a pi of 
35 about 9.31. Clone UNQ497 (DNA56409-1377) has been deposited with the ATCC on May 20, 1998. 
Regarding the sequence, it is understood that the deposited clone contains the correct sequence, and the 
sequences provided herein are based on known sequencing techniques. 
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Analysis of the amino acid sequence of the full-length PRO1014 polypeptide suggests that portions of 
it possess sequence identity with reductase, thereby indicating that PRO1014 may be a novel member of the 
reductase family. 

Still analyzing the amino acid sequence of SEQ ID NO:464, the putative signal peptide is at about amino 
acids 1-19 of SEQ ID NO:464. The cAMP and cGMP dependent protein kinase phosphorylation sites are at 
5 about amino acids 30-33 and 58-61 of SEQ ID NO:464. Short chain alcohol dehydrogenase family proteins are 
at about amino acids 165-202, 37-49, 1 12-122 and 210-219 of SEQ ID NO:464. The corresponding nucleotides 
of these domains and any o&er.amino acids provided, herein can be routinely determined given the sequences 
provided herein. 

10 EXAMPLE 78: Isolation-of cDNA Clones Encnriinp Human PRQ1Q17 

A consensus DN A sequence .was assembled relative to other EST sequences using phrap as described 
in Example 1 above, whereiathat consensus D^IA sequence. is, herein designated, DNA53235, Based.upon an 
observed homology between ; the rWA53,23^con!^^^^ Merck EST clone no. AA243086 the 

Merck EST c Apnp no? . AA243Q86. was, purchased _apd its insert obtained and sequenced, wherein die sequence 
^^.^^^ 

PROI0I7 [herein designated as UNQ5QP„p NO:465) and. the derived protein 

sequence for PRO10.17,. 

The entire nucleotide ^uep£e ,of r UNQ^OO. (DNA551 12-1379) is shown in : Figure 193 (SEQ ID 
NO:46 ^- Clone JJ^5f^, (D s^e.opea^ with an apparent 

translation^ initiation site at nucleotideppsitions. 128-130 and ending at arc s?pp codon at nucleotide positions 
1370-1372 (Figure 193). Th^predi^ polypeptide Rrecu^pt K.41 4 amino acids long (Figure, 194). The full- 
length PRO 1017 protein shown : Wf jgur^ W ha^ an estimated mplecular weight of about 48,414 daltons and 
a pi of about 9,5.4. Clone ^P^.^^U^TSp has. been deposited with the ATCC, Regarding the 
sequence, it is understood that die a^sited clo^ contains, the correct sequence, and the sequences provided 
25 herein are based. on known sequencing techniques. 

Analysjs ^ PRO1017 polypeptide suggests that portions of 

it possess sequence identity with HN^ indicating that PRO1017 may be a novel 

sulfotransferase. ..... 

r StUl analyzing ;the amino acid sequence ofSEQ ID NO:466, me putatiye signal peptide is at about amino 
acids 1-31 of SEQ ID NO:466 r N-glycosylation sites are at about amino acids 134-137, 209-212, 280-283 and 
370-273 of SEQ ID NO:466.- The TNFR/NGFR family cystein-rich region protein is at about amino acids 329- 
332 of SEQ ID NO:466. The corresponding nucleotides can be routinely determined given the sequences 
provided herein. The protein can be secreted. . . ., .. ........ 

35 EXAM PLE 79 : Isolation of cDNA Clones Encoding Human PRQ474 

A consensus DNA sequence, was assembled relative to other EST sequences using phrap as described 
in Example 1 above, wherein the consensus sequence obtained is herein designated DNA49818. Based upon 
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an observed homology between the DNA49818 consensus sequence and the Merck EST clone no. H77889, the 
Merck EST clone no. H77889 was purchased and its insert obtained and sequenced, wherein the sequence 
obtained is herein shown in Figure 195 (SEQ ID NO:467). DNA sequencing gave the full-length DNA sequence 
for PR0474 [herein designated as UNQ502 (DNA56045-1380)] (SEQ ID NO:467) and the derived protein 
sequence for PR0474. 

5 The entire nucleotide sequence of UNQ502 (DNA56045-1380) is shown in Figure 195 (SEQ ID 

NO:467). Clone UNQ502 (DNA56045-1380) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 106-108 and ending at the stop codon at nucleotide positions 
916-918 (Figure 195). The predicted polypeptide precursor is 270 amino acids long (Figure 196). The full- 
length PR0474 protein shown in Figure 196 has an estimated molecular weight of about 28,317 daltons and a 

10 pi of about 6.0. Clone UNQ502 (DNA56045-1380) has been deposited with the ATCC. Regarding the 
sequence, it is understood that the deposited clone contains the correct sequence, and the sequences provided 
herein are based on known sequencing techniques. 

Still analyzing the amino acid sequence of SEQ ID NO:468, an N-glycosylation site is at about amino 
acids 138-141 of SEQ ID NO:468. Short-chain alcohol dehydrogenase family proteins are at about amino acids 

15 10-22, 81-91. 134-171 and 176-185 of SEQ ID NO: 468. The corresponding nucleotides can be routinely 
determined given the sequences provided herein. 

EXAMPLE 80 : Isolation of cDNA Clones Encoding Human PRO1031 

An initial consensus DNA sequence was assembled relative to other EST sequences using phrap as 

20 described in Example 1 above, wherein the consensus sequence obtained is herein designated as DNA47332. 
Based upon an observed homology between the DNA47332 sequence and the Merck EST clone no. W74558, 
Merck EST clone no. W74558 was purchased and its insert obtained and sequenced, wherein the sequence 
obtained is shown in Figure 197 (SEQ ID NO: 469); DNA sequencing gave the full-length DNA sequence for 
PRO1031 [herein designated as UNQ516 (DNA59294-1381)] (SEQ ID NO:469) and the derived protein 

25 sequence for PRO 1031. 

The entire nucleotide sequence of UNQ516 (DNA59294-1381) is shown in Figure 197 (SEQ ID 
NO:469). Clone UNQ516 (DNA59294-1381) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 42-44 and ending at the stop codon at nucleotide positions 582- 
584 (Figure 197). The predicted polypeptide precursor is 180 amino acids long (Figure 198). The full-length 

30 PRO1031 protein shown in Figure 198 has an estimated molecular weight of about 20,437 daltons and a pi of 
about 9.58. Clone UNQ516 (DNA59294-1381) has been deposited with the ATCC. Regarding the sequence, 
it is understood that the deposited clone contains the correct sequence, and the sequences provided herein are 
based on known sequencing techniques. 

Analysis of the amino acid sequence of the full-length PRO1031 polypeptide suggests that it is a novel 

35 cytokine. 

Still analyzing the amino acid sequence of SEQ ID NO:470, the putative signal peptide is at about amino 
acids 1-20 of SEQ ID NO:470. An N-glycosylation site is at about amino acids 75-78 of SEQ ID NO:470. 
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A region having sequence identity with IL-17 is at about amino acids 96-180. The corresponding nucleotides 
can be routinely determined given the sequences provided herein. 

EXAMPLE 81 : Isolation of cDNA Clones Encoding Human PRQ938 

A consensus DN A sequence was assembled relative to other EST sequences using phrap as described 
5 in Example 1 above, wherein that consensus sequence is herein designated DNA49798. Based on the 
DNA49798 DNA consensus sequence,.oligonucleotides were synthesized: 1) to identify by PCR a cDNA library 
that contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding 
sequence for PR0938. 

A pair of PCR primers (forward and reverse) were synthesized: 
10; forward PCR primer S'-GTCCAGCCCATGACCGCCTCCAAC^; (SEQ ID NO:473) 

reverse PCR primer 5 ' -CTCTCCTC ATCCAC ACC AGP AHCP-^ * (SEQ ID NO:474) 

Additionally, a synthetic oligonucleotide hybridization., probe was ,construc.ted from the consensus 
DNA49798 sequence which had the following nucleotide sequence: t . : 

hybridization probe . „ ~ ; 

15 f^GTGGATGCTGAAATTITAC NO:475) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries , was 
screenedby PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding-the PR0938 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 
20 ...... DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR0938 [herein designated as UNQ475 (DNA56433 T 1406)] (SEQ ID NO:471).and the derived protein sequence 
forPR0938. . ... . , ...... w 

The entire nucleotide sequence of UNQ475 (DNA56433-1406) i& shown in Figure 199 (SEQ ID 
NO:471). Clone UNQ475 (DNA56433- 1406). contains a single open reading frame with an apparent 
25 translational initiation site at nucleotide positions 134-136 and ending at the stop codon at nucleotide positions 
1 181-1 183 (Figure 199). The predicted polypeptide precursor is 349 amino acids long (Figure 200). The full- 
length PR0938 protein shown in Figure 200 has an estimated molecular weight of about 38,952 daltons and a 
pi of about 4.34. Analysis of the full-length PR0938 sequence shown in Figure 200 (SEQ ID NO:472) 
evidences the presence of the following features: a signal peptide from amino 1 to about amino acid 22, a 
30 transmembrane domain from about amino acid 191 to about amino acid 2 11, a potential N-glycosylation site from 
about amino acid 46 to about amino acid 49, a region homologous, to disulfide isomerase from about amino acid 
56 to about amino acid 72, and a region having sequence identity with fiavodoxin proteins from about amino acid 
173 to about amino acid 187. . .. . .. A _.. 

Clone UNQ475 (DNA56433-1406) has been deposited with ATCC on May 12, 1998, and is assigned 
35 ATCC Accession No. 209857. 

Analysis of the amino acid sequence of thie full-length PR0938 polypeptide suggests that it possesses 
significant sequence similarity to protein disulfide isomerase, thereby indicating that PR0938 may be a novel 
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protein disulfide isomerase. An analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the PR0938 amino acid sequence and the following Dayhoff sequences, 
P_W03626, P_W03627, P_R70491, GARPPLAFF, XLU85970J, ACADISPROAJ, IE68_HSVSA, 
KSU52064J, U93872_83, P R97866. 

EXAMPLE 82: Isolation of cDNA Clones Encoding Human PR0 1087 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above, wheein the consensus sequence is herein designated DNA38097. Based on this consensus 
sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained the sequence 
of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for PRO 1082. 

A set of PCR primers (two forward and one reverse) were synthesized: 
forward primer 1 5 '-GTCCACAGACAGTCATCTCAGGAGCAG-3 ' (SEQ ID NO:478); 
forward primer 2 5•-ACAAGTGTCTTCCCAACCTG-3 , (SEQ ID NO:479); 
reverse primer » 5 -ATCCTCCCAGAGCCATGGTACCTC-3- (SEQ ID NO:480). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA38097 consensus 
15 sequence which had the following nucleotide sequence: 
hybridization prohe 

5'-CCAAGGATAGCTGTTGTTTCAGAGAAAGGATCGTGTGCTGCATCTCCTCCT-3' (SEQID NO:481). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primers identified above. A positive library was then used to 
20 isolate clones encoding the PRO1082 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO1082 [herein designated as UNQ539 (DNA53912-1457)] (SEQ ID NO:476) and the derived protein 
sequence for PRO1082. 

25 The entire nucleotide sequence of UNQ539 (DNA53912-1457) is shown in Figure 201 (SEQ ID 

NO:476). Clone UNQ539 (DNA53912-1457) contains a single open reading frame with an apparent 
translation^ initiation site at nucleotide positions 160-162 and ending at the stop codon at nucleotide positions 
763-765 (Figure 201). The predicted polypeptide precursor is 201 amino acids long (Figure 202). The full- 
length PRO1082 protein shown in Figure 202 has an estimated molecular weight of about 22,563 daltons and 

30 a pi of about 4.87. Clone UNQ539 (DNA53912-1457) has been deposited with the ATCC. Regarding the 
sequence, it is understood that the deposited clone contains the correct sequence, and the sequences provided 
herein are based on known sequencing techniques. 

Still analyzing the amino acid sequence of SEQ ID NO:477, the transmembrane domain is at about 
amino acids 45-65 of SEQ ID NO:477. A cAMP- and cGMP-dependent protein kinase phosphorylation site is 

35 at about amino acids 197-200 of SEQ ID NO:477. N-myristoylation sites are at about amino acids 35-40 and 
151-156 of SEQ ID NO:477. The regions which share sequence identity with the LDL receptor are at about 
amino acids 34-67 and 70-200 of SEQ ID NO:477. The corresponding nucleotides of these amino acid regions 
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and others can be routinely determined given the sequences provided herein. 

EXAMPLE 83 : Isolation of cDNA Clones Encoding Human PRO1083 

A cDNA sequence Was identified using the amylase screening technique described in Example 2 above, 
wherein that cDNA sequence is designated herein as DNA24256 (Figure 205; SEQ ID NO:484). That cDNA 
5 sequence was then compared and aligned with other known EST. sequencees as described in Example 1 above 
to obtain a consensus DN A sequence which is designated herein as DNA43422. Based on the DNA 43422 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained 
the sequence of interest,, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

PRO1083. ., ... . ..... ... . ,. r: . ; : . ,. 

10 A pair of PGR primers (forward and reverse) were synthesized: , ; . 

forward PCR primer 5* -GGaATTaGAac AfiTHrrr^nTq r (SEQ ID MO:1g5), 
reverse PCR prirner 5 '-TGGAGGCCTAGATGCGGCTGGA€G-# (SEQ n>NO:486). 

In order to screen several libraries, for a source of a fulWength cloner, BNA from the libraries was 
screened.by. PCR amplification with the PCR .primes paic identified above: r A positive library was.then used to 
15 isolateclones encoding the PRO1083 gene iismg the reye^ RNA foe construction of the cDNA 

libraries was isolated from human fetal kidney tissue (LIB227). 

_ DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO1083 [herein designated as UNQ540 (DNA50921-1458)] (SEQ ID NQ:482) and the derived protein 
sequence for PRO1083. 

20 The entire nucleotide sequence of UNQ540 (DNA5092 1-1458) is shown in Figure 203 (SEQ ID 

NO:482). Clone UNQ540 (DNA5092 1-1458) contains a single open reading frame, with an apparent 
translations initiation site at nucleotide positions 214-216 and ending at the stopcodon at nucleotide positions 
2293-2295 (Figure 203). The predicted polypeptide precursor is 693 amino acids long (Figure 204). The full- 
length PRO1083 protein shown in Figure 204 has m estimated molecular weight of about 77,738 daltons and 

25 a pi of about 8.87. Clone UNQ540 (DNA5092 1-145$) has been deposited with the ATCC. Regarding the 
sequence, it is understood that the deposited clone contains the correct sequence, and the sequences provided 
herein are based on known sequencing techniques.. 

Still analyzing the amino acid sequence of SEQ ID NO:483, the putative signal peptide is at about amino 
acids 1-25 of SEQ ID NO:483. The transmembrane domains are at about amino acids 382-398, 402-420, 445- 

30 468, 473-491 , 5 19-537, 568-590 and 634-657 of SEQ ID NO:483. A microbodies C-terminal targeting signal 
is at about amino acids 691-693 of SEQ ID NO:483. cAMP- and- cGMP-dependent protein kinase 
phosphorylation sites are at about amino acids 198-201 and 370-373 of SEQ ID NO:483: N-glycosylation sites 
are at about amino acids 39-42, 148-151, 171-174, 234-237, 303-306, 324-227 and 341-344 of SEQ ID NO:483. 
A G-protein coupled receptor family domain is at about amino acids 475-504 of SEQ ID NO:483. The 

35- corresponding nucleotides can be routinely determined given the sequences provided hereim : 
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EXAMPLE 84 : Isolation of cDNA Clones Encoding Human PRQ200 

Probes based on an expressed sequence tag (EST) identified from the Incyte Pharmaceuticals database 
due to homology with VEGF were used to screen a cDNA library derived from the human glioma cell line G61 . 
In particular, Incyte Clone "INC1302516" was used to generate the following four probes: 
(SEQ ID NO:489) ACTTCTC AGTGTCC ATA AGGG ; 
5 (SEQ ID NO:490) GAACTAAAGAGAACCGATACCATTTTCTGGCCAGGTTGTC; 
(SEQ ID NO:491) CACCACAGCGTTTAACCAGG; and 
(SEQ ID NO:492) AC AAC AGGCAC AGTTCCCAC . 

Nine positives were identified and characterized. Three clones contained the full coding region and 
were identical in sequence. Partial clones were also identified from a fetal lung library and were identical with 
10 the glioma-derived sequence with the exception of one nucleotide change which did not alter the encoded amino 
acid. 

EXAMPLE 85: Expression Constructs for PRO2Q0 

For mammalian protein expression, the entire open reading frame (ORF) was cloned into a CMV-based 

1 5 expression vector. An epitope-tag (FLAG, Kodak) and Histidine-tag (His8) were inserted between the ORF and 
stop codon. VEGF-E-His8 and VEGF-E-FLAG were transfected into human embryonic kidney 293 cells by 
SuperFect (Qiagen) and pulse-labeled for 3 hours with [ 35 S]methionine and [ 35 C]cysteine. Both epitope-tagged 
proteins co-migrate when 20 microliters of 15-fold concentrated serum-free conditioned medium were 
electrophoresed on a polyacrylamide gel (Novex) in sodium dodecyl sulfate sample buffer (SDS-PAGE). The 

20 VEGF-E-IgG expression plasmid was constructed by cloning the ORF in front of the human Fc (IgG) sequence. 

The VEGF-E-IgG plasmid was cp-transfected with Baculogold Baculovirus DNA (Pharmingen) using 
Lipofectin (GibcoBRL) into 10 5 Sf9 cells grown in Hink's TNM-FH medium (JRH Biosciences) supplemented 
with 10% fetal bovine serum. Cells were incubated for 5 days at 28°C. The supernatant was harvested and 
subsequently used for the first viral amplification by infecting Sf9 cells at an approximate multiplicity of infection 

25 (MOI) of 10. Cells were incubated for 3 days, then supernatant harvested, and expression of the recombinant 
plasmid determined by binding of 1 ml of supernatant to 30 fA of Protein-A Sepharose CL-4B beads (Pharmacia) 
followed by subsequent SDS-PAGE analysis. The first amplification supernatant was used to infect a 500 ml 
spinner culture of Sf9 cells grown in ESF-921 medium (Expression Systems LLC) at an approximate MOI of 
0. 1 . Cells were treated as above, except harvested supernatant was sterile filtered. Specific protein was purified 

30 by binding to Protein-A Sepharose 4 Fast Flow (Pharmacia) column, 

EXAMPLE 86: Northern Blot Analyses for PRO200 

Blots of human poly(A) + RNA from multiple adult and fetal tissues and tumor cell lines were obtained 
from Clontech (Palo Alto, CA). Hybridization was carried out using 32 P-labeled probes containing the entire 
35 coding region and washed in 0. 1 x SSC, 0. 1 % SDS at 63 °C. . 

VEGF-E mRNA was detectable in fetal lung, kidney, brain, liver and adult heart, placenta, liver, 
skeletal muscle, kidney, and pancreas. VEGF-E mRNA was also found in A549 lung adenocarcinoma and HeLa 
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cervical adenocarcinoma ceil lines. 

EXAMPLE 87: In Situ Hybridization of Human Fetal Tissue Sections for PRO200 

Formalin-fixed, paraffin-embedded human fetal brain, liver, lower limb, small intestine, thyroid, lymph 
node, thymus, stomach, trachea, skin, spleen, spinal cord, adrenal, placenta, cord, and adult liver, pancreas, 
5 lung,. spleen, lymph. node, adrenal, heart, aorta, and skin were sectioned, deparaffinized, deproteinated in 
proteinase K (20 ^g/ml) for 15 minutes at 37°C, and further processed for in situ hybridization as described by 
Lu LH and Gillett N A (Cell Vision 1:169-176, 1994). A [a- 33 -P] UTP-labeled antisense riboprobe was generated 
from a PCR product , of . 980 bp (primers GGCGGAATCCAACCTGAGTAG and 
GCGGCTATCCTCCTGTGCTC, SEQ ID NOS: 493 and 494, respectively). r The slides were dipped in Kodak 
10 NTB2 nuclear track emulsion and exposed for 4 weeks. ; : . : ; 

VEGF-E mRNA expression included localization at the growth plate region and embracing fetal 
myocytes;^;./. A£ : v_"lu" : . * ■■ ; \ ...}\ ._ •■*:' 

EXAMPLE 88: Mvocvte Hvoertronhv Assay for PRO200 
15: Myocytes fromneonatal; Harlan Sprague Dawley rat heart ventricle (23 days gestation) were plated in 

duplicate at^75000 cells/ml. in a 96rwell plate. C^Us were treated 200, 20, or. 2 ng/ml 

VEGF-E-IgGr Myocytes were stained with crystal violet to yisufdize morphology and scored on a scale of 3 
to 7, 3 being nonstimulated and TJbeing full-blowft hypertrophy i - - : : 

2000 ng/ ml and 200 ng/. ml VEGF-E caused hypertrophy,, scored as a 5. ~ 

EXAMPLE 89: Cell Proliferation Assay for PRO200 

Mouse embryonic fibroblast G3H1QT1/2 cells (ATCC) were grown in 50:50 Ham's F-12: low glucose 
DMEM medium containing 10% fetal calf serum (FCS). Cells were plated in duplicate in a 24-well plate at 
1000, 200Q, and 4000 cells/welL After 48 hours, cells were switched to medium containing 2% FCS and were 
25 incubated fof ; 72 hours with 200, 800, or 200ft ng/ml VEGF-E or no growth factor added. 

Approximately 1.5 fold greater number of cells were measured in the presence of 200 ng/ml VEGF-E 
as in its absence, at all three cell densities. 

EXAMPLE 90: Endothelial Cell Survival Assay for PRO200 
30 Human umbilical vein endothelial cells (HUVEC, Cell Systems) were maintained in Complete Media 

(Cell Systems) and plated in triplicate in serum-free medium (Basic Media from Cell Systems containing 0. 1 % 

BSA> at 20,000 cells/well of a 48-weil plate. Ceils were incubated for 5 days with 200 or 400 ng/ml 

VEGF-ErlgG, 100 ng/ml VEGF„ 20 ng/ml basic FGF, or no addition. 

Survival was 2-3 times greater with VEGF-E as compared to lack of growth factor addition. VEGF 
35: and basic FGF were included as positive controls. 
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EXAMPLE 91: Isolation of cPNA Clones Encoding Human PRQ285 

A proprietary expressed sequence tag (EST) DNA database (LIFESEQ™, Incyte Pharmaceuticals, Palo 
Alto, CA) was searched and an EST (#2243209) was identified which showed homology to the Drosophila Toll 
protein. 

Based on the EST, a pair of PCR primers (forward and reverse): 
5 TAAAGACCCAGCTGTGACCG (SEQ ID NO:499) 

ATCCATGAGCCTCTGATGGG (SEQ ID NO: 500), and 
a probe: 

ATTTATGTCTCGAGGAAAGGGACTGGTTACCAGGGCAGCCAGTTG (SEQ ID NO: 501) 
were synthesized. . ^ 

10 mRNA for construction of the cDNA libraries was isolated from human placenta tissue. The cDNA 

libraries used to isojate the cDNA clones were constructed by standard methods using commercially available 
reagents such as those from Invitrogen, San Diego, CA (Fast Track 2). The cDNA was primed with oligo dT 
containing a NotI site, linked with blunt to Sail hemikinased adaptors, cleaved with NotI, sized appropriately 
by gel electrophoresis, and cloned in a defined orientation into the cldning vector pCR2. L (Invitrogen, Inc.) 
15 using reagents and protocols from.Life Technologies, Gaithersburg, MD (Super Script Plasmid System). The 
double stranded cDNA was sized to greater than 1000 bp and the cDNA was cloned into BamHI/NotI cleaved 
vector. pCR2. 1 is a commercially available plasmid, designed for easy cloning of PCR fragments, that carries 
AmpR and KanR genes for selection, and LacZ gene for blue-white selection. 

In order to screen several libraries for a source of a full-length clone; DNA from the libraries was 
20 screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0285 gene using the probe oligonucleotide and one of the PCR primers. 

A cDNA clone was sequenced ia. entirety. The entire nucleotide sequence of DNA40021-1154 
(encoding PR0285) is shown in Figure 208 (SEQ ID NO:495). Clone DNA40021-1 154 contains a single open 
reading frame with an apparent translational initiation site at nucleotide positions 61-63 (Figure 208). The 
25 predicted polypeptide precursor is 1049 amino acids long, including a putative signal peptide at amino acid 
positions 1-29, a putative transmembrane domain between amino acid positions 837-860, and a leucine zipper 
patternat amino acid positions 132-153 and 704-725, respectively. It is noted that the indicated boundaries are 
approximate, and the actual limits of the indicated regions might differ by a few amino acids. Clone DNA40021- 
1 154 has been deposited with ATCC (designation: DNA40021 -1 154) and is assigned ATCC deposit no.209389. 
30 Based on a BLAST and FastA sequence alignment analysis (using the ALIGN computer program) of 

the full-length sequence is a human analogue of the Drosophila Toll protein, and is homologous to the following 
human Toll proteins: Tolll (DNAX# HSU88540-1, which is identical with the random sequenced full-length 
cDNA #HUMRSC786-1); Toll2 (DNAX# HSU88878-1); Toll3 (DNAX# HSU88879-1); and Toll4 (DNAX# 
HSU88880-1). 

35 
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EXAMPLE 92: Isolation of cDNA Clones Encodi^ Human PRQ2S6 

A proprietary expressed sequence tag (EST) DNA database (LIFESEQ™, Incyte Pharmaceuticals, Palo 
Alto, CA) was searched and an EST (#694401) was identified which showed homology to the Drosophila Toll 
protein. 

Based on the EST, a pair of PGR primers (forward and reverse): 
5 GCCGAGACAAAAACGTTCTCC (SEQ ID NO: 502) 

CATCCATGTTCTCATCCATTAGCC (SEQ ID NO: 503), and 
a probe: 

TCGACAACCTCATGCAGAGCATCAACCAAAGCAAGAAAACAGTATT (SEQ ID NO: 504) 
were synthesized. • ~ ...^.r ■ us .^ - ■ — .... ..V 

10 mRNA for construction of the cDNA libraries was isolated from human placenta tissue. This RNA was 

used to generate an oligo dT primed cDNA library in the vector pRK5Dt using reagents and protocols .from Life 
Technologies, Gaithersburg, MD (Super Script Plasmid System). pR:K5D is; a clonrag^ vector mat has an sp6 
transcription initiation site followed by an Sfi-I restriction enzyme site preceding therXhoI/Notl cDNA cloning 
sites.. The cDNA was primed with dUgo dT containing a NotI sitewlmked with: blunt to Sail heimkinased 
15 adaptors, cleaved with NotI, sized to greater than 1000 bp appropriately by gel electrophoresis, and cloned in i 
a defined orientation into Xhol/Notl^cleaved pRK5D^: a ^ . - ^ . ,v'or 

In order to screen several libraries: for. a source of a full-lengtht clone, DNAifrom the libraries was 
screened by PCR amplification wiuxthe PCR primer pair identified above . A positive library was then used to 
isolate clones encoding the PR0286 gene using the probe oligonucleotide identified above and one ofthe PCR 

20" primers. ...... : . -r:..; : . i—-:--:':-,;.^. >\> ..... . . 

A cDNA clone was sequenced ^entirety. The entire nucleotide sequence of DNA42663-1 154 
(encoding PR0286) is shownin Figure2I0 (SEQ ID NO:497)r, Clone. DNA42663-1 154 contains a single open 
reading frame with an apparent translational initiation site at: nucleoride positions 57-59^ (Figure 211), The 
predicted polypeptide precursor isl041 amino acidslong; iricludmg a putative signal peptide at amino acid 
25 positions 1-26, a potential transmembrane domain at ammo acid positions 826-848, and leucine zipper patterns 
at amino acids 130-151, 206-227, 662-684, 669-690 and 693-614, respectively. It is noted that the indicated 
bounces are approximate, and the actual limits of the radicated regions might differ By a few amino acids. 
Clone DNA42663-1 154 has been deposited with ATCC (designation: DNA42663-1 154) and is assigned ATCC 
deposit no. 209386; .r.. _ 

30 Based on a BLAST and FastA sequence alignment analysis (using the ALIGN computer program) of 

the full-length sequence of PR0286, it is a human analogue of ±e.Drosophila Toll protein, and is homologous 
to the following human Toll proteins: Toll! (DNAX# HSU8854CM, which is identical with the random 
sequenced full-length cDN A #HUMRSC786- 1 ); Toll2 (DN AX#. HSU88878- 1 ); ToI13 (DNAX# HSU88879-1); 
and Toll4 (DNAX# HSU88880-1). ..• , : • 
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EXAMPLE 93: NF-kB Assay for PRQ285 and PRO?8fi 

As the Toll proteins signal through the NF-kB pathway, their biological activity can be tested in an NF- 
kB assay. In this assay Jurkat cells are transiently transfected using Lipofectamine reagent (Gibco BRL) 
according to the manufacturer's instructions. l M g pB2XLuc plasmid, containing NF-KB-driven lucifcrase gene, 
is contransfected with l M g pSRocN expression vector with or without the insert encoding PR0285 or PR0286. 
For a positive control, cells are treated with PMA (phorbol myristyl acetate; 20 ng/ml) and PHA 
(phytohaemaglutinin, 2 W? /ml) for three to four hours. Cells are lysed 2 or 3 days later for measurement of 
luciferase activity using reagents from Promega. 

EXAMPLE 94: Isolation of cDNA Clon es Encoding Human PRQ2 13-1. PRQ133Q and PRQ1449 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA28735. Based on the DNA28735 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for^ 
PR0213-1, PRO1330 and/or PR01449. A pair of PCR primers (forward and reverse) were synthesized: 
15 forward PCR primer 5 ' -TGGAGCAGCA ATATGCC AGCC-3 ' (SEQ ID NO:5ll) 
reverse PCR primer 5 ' -TTTTCCACTCCTGTCGGGTTGG-3 ' (SEQ ID NO: 5 12) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA28735 
sequence which had the following nucleotide sequence: 
hybridization nrohe - 

20 5 -GGTGAC ACTTGCCAGTCAG ATGTGGATG AATGC AGTGCTAGG AGGG-3 ' (SEQ ID NO:513) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0213-1 , PRO1330 and/or PROl 449 gene using the probe oligonucleotide and one 
of the PCR primers. RNA for construction of the cDNA libraries was isolated from human fetal lung tissue. 
25 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence encoding 

PR0213-1. PRO1330 and/or PRO1449[DNA30943-l-l 163-1 (SEQ ID NO:505), DNA64907-1163-1 (SEQ ID 
NO:507) and DNA64908-1 163-1 (SEQ ID NO:509), respectively]. 

The entire nucleotide sequences corresponding to DNA30943- 1-1 163-1 (SEQ ID NO:505), DNA64907- 
1163-1 (SEQ ID NO:507) and DNA64908-1 163-1 (SEQ ID NO:509). respectively. DNA30943-1 163, 
30 DNA64907-1 163-1 and DNA64908-1 163-1 contain a single open reading frame with an apparent translations 
initiation site at nucleotide positions 336-338, 488-490 and 326-328, respectively, and ending at the stop codon 
at nucleotide positions 1221-1223, 1307-1309 and 1 145-1 147, respectively (Figures 212, 214 and 216). The 
predicted polypeptide precursor is295, 273 and 273 amino acids long, respectively (Figures 213, 215 and 217). 
DNA30943-1-1 163-1, DNA64907-1 163-1 and DNA64908-1 163-1 have been deposited with ATCC and are 
35 assigned ATCC deposit no. 209791 , 203242 and 203243, respectively. 

Analysis of the amino acid sequence of the full-length PR0213-1 polypeptide suggests that a portion 
of it possess significant homology to the human growth arrest-specific gene 6 protein. More specifically, an 
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analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant homology between the 
PR0213 amino acid sequence and the following Dayhoff sequences, HSMHC3W5A_6 and B48089. 

Additional analysis of the amino acid sequence of the full-length PRO1330 and PR01449 polypeptide 
indicates significant identity with notch4. More specifically, an analysis of the Dayhoff database (version 35 . 130 
SwissProt 35) evidenced significant identity between PRO1330 and the following Dayhoff sequences, D86566J 
and NEL HUMAN. 



EXAMPLE 95 : Isolation of cDNA Clones Encoding Human PRQ298 

A cDN A isolated in the amylase screen described in Example 2 above is herein designated DNA26832 
(Figure 220; SEQ ID NO:516): The sequence of DNA26832 was then used to search expressed sequence tag 
(EST) databases. The EST databases included public EST databases (e.g: ; GenBank) and a proprietary EST 
database (LIFESEQ™ Incyte.Phannac^uticals, PalaAito; CA).: The search- was performed: using the computer 
program BLAST or BLAST2 (Altshul et al„ Methods in V^y^^ry 469-480 [1996]). Those comparisons 
resulting in a BLAST score. of 70 <or in some cases; 90> or greater that did not encode proteins were clustered 
andassembledintocorisensusPNAsea,^ "phrap^ (Phil Green, University of Washington, 

15: Seattie, Washington; http://tozen^ 

A con ? en ? u ? ^*^PS w as assembled relative to other EST sequences using phrap. A consensus 
sequence was detennined,, which was then extended using repeated cycles of BLAST arid phrap to extend the 
consensus sequence as far as possible using the sources of EST sequences discussed above. The extended 
assembly sequence was designated DNA35861 . Based on the DNA35861 consensus sequence, oligonucleotides 

20 , were synthesized: 1 ) to identify by PCR a cDN A library that contained the sequence of interest, and 2) for use 
^ J? obes to isolate a clone ? f .^„ e ^ 11 - 1 ?Pg* coding: sequence of PR0298. Forward and reverse primers 
generally range from 2Q to 30, nucleotides and are often designed to give a PCR product of about 100-1000 bp 
in length. The probe sequence is* typically 40-55 bp in length. In some cases, additional oligonucleotides are 
synthesized when the consensus sequence is greater than about l-1.5kbpi In order to screen several libraries 

25 for a full-length clone, DNA from the libraries was screened by PCR. amplification, as per Ausubel et al„ 
Current Protocols in Molecular Biology , with the PCR primer pair: A positive library was used to isolate clones 
encoding the gene of interest using the probe oligonucleotide and one of the primer pairs. - 

PCR primers (forward and reverse) and a hybridization probe were synthesized: 
forward PCR primer 1 CAACGTGATTTr A A AnrTnnnrjr (SEQ ID NO:517) 

30 forward PCR pHi^ 1 GCCTCGTATCAAGAATTTCC (SEQ. ID NO:5 1 8> 
forward PCR primpr^ AGTGGAAGTCGACCTCCC (SEQ ID NO:519) » 
reverse PCR primer \ CTCACCTGAAATCTCTCATAGCCC (SEQ ID NO:520) 

hybridization probe 1 CGCAAAACCCATTTTGGKjAGCAGGAATTCCAATGATGTCTGTGATGGTGG 
(SEQ ID NO:521) 

35 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0298 gene using die probe oligonucleotide and one of the PCR primers. 
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RNA for construction of the cDNA libraries was isolate f, u 
_ KI ^ noranes was isolated from human fetal lung tissue (LIB25). The 

cDNA libraries used to isolated the cDNA clonic „ 

Cl °" eS Were ^tructed by standard methods using commercially 
avatlable reagents such as those from mvitrogen, San Diego. CA. The cDNA was pruned with oligo dT 

. ^ ^ ^ blURt to saII hemWnased adaptors cleaved with sized 
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amino acid sequence identity to rat neurotrimin (97%). 
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EXAMPLE 97 : Isolation of cDNA Clones Encoding Human PRO403 
Introduction : 

Human thrombopoietin (THPO) is a glycosylated hormone of 352 amino acids consisting of two 
domains. The N-terminal domain, sharing 50% similarity to erythropoietin, is responsible for the biological 
activity. The C-terminal region is required for secretion. The gene for thrombopoietin (THPO) maps to human 
5 chromosome 3q27-q28 where the six exons of this gene span 7 kilobase base pairs of genomic DNA (Chang et 
al., Genomics 26: 636-7 (1995); Foster et al., Prdc. Natl. Acad. Sci. USA 91: 13023-7 (1994); Gurney et al. t 
Blood 85: 981-988 (1995). In order to determine whether there were any genes encoding THPO homologues 
located in close proximity to THPO, genomic DNA fragments from this region were identified and sequenced. 
Three PI clones and one PAC clones (Genome Systems Inc., St. Louis, MO; cat. Nos. Pl-2535 and PAC-6539) 

10 encompassing the THPO locus were isolated and a 140 kb region was sequenced using the ordered shotgun 
strategy (Chen et al., Genomics 17: 65 1-656 (1993)), coupled with a PCR-based gap filling approach. Analysis 
reveals that the region is gene-rich with four additional genes located very close to THPO: tumor necrosis factor- 
receptor type 1 associated protein 2 (TRAP2) and elongation initiation factor gamma (elF4(), chloride channel 
2 (CLCN2) and RNA polymerase II subunit hRPB17. While no THPO homoiog was found in the region, four 

15 novel genes have been predicted by computer-assisted gene detection (GRAIL)(Xu et al. , Gen. Engin; 16: 241 - 
253 (1994), the presence of CpG islands (Cross, S. and Bird, A., Curr. Opin. Genet. & Devel. 5: 109-314 
(1995), and homology to known genes (as detected by WU-BLAST2.0)(Altschul and Gish, Methods Enzymol. 
266: 460-480 (1996) (http://blast.wustr.edu/bIast/RE ADME.html). 
Procedures : 

20 PI and PAC clones : 

The initial human PI clone was isolated from a genomic PI library (Genome Systems Inc. , St. Louis, 
MO; cat. no.: Pl-2535) screened with PGR primers designed from the THPO genomic sequence (A.L. Gurney, 
et al., Blood 85: 981-88 (1995). PCR primers were designed from the end sequences derived from this PI clone 
were then used to screen PI and PAC libraries (Genome Systems, Cat ; Nos.: Pl-2535 & PAC-6539) to identify 

25 overlapping clones (PAC 1 , pi .t, and PI .u). The 3* -end sequence from PAC.z was used to define the primers 
used for the screening of a human BAC library (Genome Systems Inc., St. Louis, MO; Cat. No.: BDTW- 
4533A), 

Ordered Shotgun Strategy : 

The Ordered Shotgun Strategy (OSS) (Chen et al. , Genomics 17: 65 1 -656 (1993)) involves the mapping 

30 and sequencing of large genomic DNA clones with a hierarchical approach. The PI or PAC clone was sonicated 
and the fragments subcloned into lambda vector (ABluestar) (Novagen, Inc., Madison, WI; cat. no. 69242-3). 
The lambda subclone inserts were isolated by long-range PCR (Barnes, W. Proc. Natl. Acad. Sci. USA 91: 
2216-2220 (1994) and the ends sequenced. The lambda-end sequences were overlapped to create a partial map 
of the original clone. Those lambda clones with overlapping end-sequences were identified, the insets subcloned 

35 into a plasmid vector (pUC18 or pUC!9, Hoefer Pharmacia Biotech, Inc., San Francisco, CA, Cat. Nos. 27- 
4949-01 and 27-4951-01) and the ends of the plasmid subclones were sequenced and assembled to generate a 
contiguous sequence. This directed sequencing strategy rmnirnizes the redundancy required while allowing one 
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to scan for and concentrate on interesting regions. 

In order to define better the THPO locus and to search for other genes related to the hematopoietin 
family, five genomic clones were isolated from this region by PCR screening of human PI and PAC libraries 
(Genome System, Inc., Cat. Nos.: PI -2535 and PAC-6539). 

The sizes of the genomic fragments are as follows: Pl.t is 40 kb; Pl.g is 70 kb; PI.u is 70 kb; PAC.z is 200 
5 kb; and BAC.l is 80 kb. Approximately 75% (140 kb) of the 190 kb genomic DNA region was sequenced by 
the Ordered Shotgun Strategy (OSS) (Chenetal.; Genomics 17: 651-56(1993), and assembled into contigs using 
AutoAssemblerTM (Applied Biosystems, Perkin Elmer, Foster City, CA, cat. no. 903227). The preliminary 
order of these contigs was determined by manual analysis. There were 47 contigs the 140 kb region. A PCR- 
based approach to ordering the contigs and filling in the gaps was employed. The following summarizes the 
10 number and sizes of the gaps. The 50 kb of sequence unique to BAC.l was sequenced by a total shotgun . 
approach with a ten-fold redundancy. 
Size of gap number 
< 50 bp 13 

50-150 bp 7 — 

15 150-300 bp 7 
300-1000 bp 10 
1000-5000 bp 7 
> 5000 bp 2 ((15,000 bp) 

20 DNA sequencing : 

ABI DYE-primerTM chemistry (PE Applied Biosystems, Foster City, CA; Cat. No. : 4021 12) was used 
to end-sequence the lambda and plasmid subclones . ABI DYE-terminaterTM chemistry (PE Applied Biosystems, 
Foster City, CA, Cat. No: 403044) was used to sequence the PCR products with their respective PCR primers. 
The sequences were collected with an ABI377 instrument. For PCR products larger than lkb, walking primers 

25 were used. The sequences of contigs generated by the OSS strategy in AutoAssemblerTM (PE Applied 
Biosystems, Foster City, CA; Cat. No: 903227) and the gap-filling sequencing trace files were imported into 
SequencherTM (Gene Codes Corp., Ann Arbor, MI) for overlapping and editing. The sequences generated by 
the total shotgun strategy were assembled using Phred and Phrap and edited using Consed 
(http://chimera.biotech. washington.edu/uwgc/projects.htm) and GFP (Genome Reconstruction Manager for 

30 Phrap), version 1.2 (http://stork.cellb.bcm.tmc.edu/gfp/). 
PCR-Based gap filling Strategy : 

Primers were designed based on the 5*- and 3*-end sequenced of each contig, avoiding repetitive and 
low quality sequence regions. All primers were designed to be 19-24-mers with 50-70% G/C content. Oligos 
were synthesized and gel-purified by standard methods. 

35 Since the orientation and order of the contigs were unknown, permutations of the primers were used 

in the amplification reactions. Two PCR kits were used: first, XL PCR kit (Perkin Elmer; Norwalk, CT; Cat. 
No.: N8080205), with extension times of approximately 10 minutes; and second, the Taq polymerase PCR kit 
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(Qiagcn Inc. , Valencia, CA; Cat. No. : 201223) was used under high stringency conditions if smeared or multiple 
products were observed with the XL PCR kit. The main PCR product from each successful reaction was 
extracted from a 0.9% low melting agarose gel and purified with the Geneclean DNA Purification kit prior to 
sequencing. 
Analysis : 

5 The identification and characterization of coding regions was carried out as follows: First, repetitive 

sequences were masked using RepeatMasker (A.F.A. Smit & P.. Green, 
http://ftp.genome. washington.edu/RM/RM_details.htrnl) which screens DNA sequences in FastA format against 
a library of repetitive elements and returns a masked query sequence. Repeats not masked were identified by 
comparing the sequence to the GenBank database using WUBLAST2.0 [Altschul, S & Gish, W., Methods 

10 Enzymol. 266: 460-480 (1996); http://blast.wusa.edu/blast/README.html] and were masked manually. 

Next, known genes were. revealed by comparing the genomic regions against Genentech's protein 
database using the WUBLAST2.0 algorithm and then annotated by aligning the genomic and cDNA sequences 
for each gene, respectively, using a Needleman-Wunch (Needleman and Wunsch, J. MoL Biol. 48: 443-453 
(1970) algorithm to find regions of local identity between sequences. The strategy results in detection of all 

15 exons of the five known; genes in the region, THPO, TRAP2, elF4g, CLCN2 and hRPB 1 7 (see below). 

Known genes ~ Mao position 

eukaryotic translation, initiation factor 4. gamma, 3q27-qter 

thrombopoietin . 3q26-q27 

20 chloride channel 2 . 3q26-qter 

TNF receptor associated protein 2 _ not previously mapped 

RNA polymerase II subunit hRPB 17 - ,. . . . ; not previously mapped 

Finally, novel transcription units were predicted using a number of approaches. CpG islands (S. Cross 
25 & Bird, A., Curr. Opui; Genet. Dev. 5:J09-314 (1995) islands were used to define promoter regions and were 
identified as clusters of sites cleaved by enzymes recognizing GC-rich, 6t>r 8-mer palindromic sequences (NotI, 
Narl, BssHII, Xhol. CpG islands are usually associated with promoter regions of genes. WUBLAST2.0 
analysis of short genomic regions (10-20 kb) versus GenBank revealed matches to ESTs. The individual EST 
sequences (or where possible, their sequence chromatogram files) were retrieved and assembled with Sequencer 
30 to provide a theoretical cDNA sequence (DNA36443). GRAIL2 (ApoCom Inc., Knoxville, TN, command line 
version for the DEC alpha) was used to predict a novel exon. The five known genes in the region served as 
internal controls for the success of the GRAIL algorithm. 
Isolation : 

A partial endothelin converting enzyme-2 (ECE-2) cDNA clone was isolated by first splicing in silico 
35 the ECE-2 exons predicted in the genomic sequence to generate a putative sequence (DNA36443). An 
oligonucleotide probe: GAAGCAGTGCAGCCAGCAGTAGAGAGGCACCTGCTAAGA) (SEQ ID NO:530) 
was designed and used to screen a human fetal small intestine library (LIB 110) and internal PCR primers 
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0644311) (ECE2 f : ACGC AGCTGG AGCTGGTCTTAGCA) (SEQ ,D NO:531) and (36443r,) (ECE2 r) 

(GGTACTGGACCCCTAGGGCCACAA) (SEQ ID NO S32) were use,, r r 7 
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DNA comprising the coding sequence of of a PRO polypeptide of interest as disclosed herein may be 
employed as a probe or used as a basis from which to prepare probes to screen for homologous DNAs (such as 
those encoding naturally-occurring variants of the PRO polypeptide) in human tissue cDN A libraries or human 
tissue genomic libraries. 

Hybridization and washing of filters containing either library DNAs is performed under the following 
5 high stringency conditions. Hybridization of radiolabeled PRO polypeptide-encoding nucleic acid-derived probe 
to the filters is performed in a solution of 50% formamide, 5x SSC, 0.1 % SDS, 0.1 % sodium pyrophosphate, 
50 mM sodium phosphate, pH 6.8, 2x Denhardt's solution, and 10% dextran sulfate at 42°C for 20 hours. 
Washing of the filters is performed in an aqueous solution of 0. Ix SSC and 0. 1 % SDS at 42°C. 

DNAs having a desired sequence identity with the DNA encoding full-length native sequence PRO 
. 10 polypeptide can then be identified using standard techniques known in the art. 

EXAMPLE 100 : Expression of PRO Polypeptides in E. coli 

This example illustrates preparation of an unglycosylated form of a desired PRO polypeptide by 
recombinant expression in E. coli. 

15 The DNA sequence encoding the desired PRO polypeptide is initially amplified using selected PCR 

primers. The primers should contain, restriction enzyme sites which correspond to the restriction enzyme sites 
on the selected expression vector. A variety of expression vectors may be employed. An example of a suitable 
vector is pBR322 (derived from E. coli; see Bolivar et al., Gene : 2:95 (1977)) which contains genes for 
arnpicillin and tetracycline resistance. The vector is digested with restriction enzyme and dephosphorylated. 

20 The PCR amplified sequences are then ligated into the vector. The vector will preferably include sequences 
which encode for an antibiotic resistance gene, a trp promoter, a polyhis leader (including the first six STII 
codons, polyhis sequence, and enterokinase cleavage site), the specific PRO polypeptide coding region, lambda 
transcriptional terminator, and an argU gene. 

The ligation mixture is then used to transform a selected E. coli strain using the methods described in 

25 Sambrook et al. , supra . Transformants are identified by their ability to grow on LB plates and antibiotic resistant 
colonies are then selected. Plasmid DNA can be isolated and confirmed by restriction analysis and DNA 
sequencing. 

Selected clones can be grown overnight in liquid culture medium such as LB broth supplemented with 
antibiotics. The overnight culture may subsequently be used to inoculate a larger scale culture. The cells are 
30 then grown to a desired optical density, during which the expression promoter is turned on. 

After culturing the cells for several more hours, the cells can be harvested by centrifugation. The cell 
pellet obtained by the centrifugation can be solubilized using various agents known in the art, and the solubilized 
PRO polypeptide can then be purified using a metal chelating column under conditions that allow tight binding 
of the protein. 

35 PR0181, PR0195, PRO200, PRQ237, PR0273, PRO540, PR0322, PRO1017, PR0938, PR0162, 

PROH14, PR0827 and PRO1008 were expressed in E. coli in a poly-His tagged form, using the following 
procedure. The DNA encoding the PRO polypeptide was initially amplified using selected PCR primers. The 
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primers contained restriction enzyme sites which correspond to the restriction enzyme sites on the selected 
expression vector, and other useful sequences providing for efficient and reliable translation initiation, rapid 
purification on a metal chelation column, and proteolytic removal with enterokinase. The PCR-amplified, poly- 
His tagged sequences were then Iigated into an expression vector, which was used to transform an E. coli host 
based on strain 52 (W31 10 ruhA(tonA) Ion galE rpoHts(htpRts) clpP(ladq). Transformants were first grown 
5 in LB containing 50 mg/ml carbenicillin at 30°C with shaking until an O.D.600 of 3-5 was reached. Cultures 
were then diluted 50-100 fold into CRAP media (prepared by mixing 3.57 g (NH 4 ) 2 S0 4 , 0.71 g sodium 
citrate-2H20, 1.07 g KC1, 5.36 g Difco yeast extract, 5.36 g Sheffield hycase SF in 500 mL water, as well as 
1 10 mM MPOS, pH 7.3, 0.55% (w/v) glucose and 7 mM MgS0 4 ) and grown for approximately 20-30 hours 
at 30°C with shaking. Samples were removed to verify expression by SDS-PAGE analysis, and the bulk culture 
10 is centrifuged to pellet the cells. Cell pellets were frozen until purification and refolding; 

E: coli paste from 0.5 to 1 L fermentations (6-10 g pellets) was resuspended in 10 volumes (w/v) in 7 
M guanidine, 20 mM Tris, pH 8 buffer. Solid sodium sulfite and sodium tetrathionate is added to make final 
concentrations of 0.1M and 0.02 M, respectively, and the solution was stirred overnight at 4 °C. : This step , 
results in a denatured protein with all cysteine residues blocked by suifltolization. The solution was centrifuged 
15 at 40,000 rpm in a Beckman Ultracentifuge for 30 min. The supernatant was diluted with 3-5 volumes of metal 
chelate column buffer (6 M guanidine, 20 mM Tris, pH 7.4) and filtered through 0.22 micron filters to clarify. 
Depending the clarified extract was loaded onto a.5 ml.Qiageii Ni-NTA metal chelate colurnn equilibrated in the 
metal chelate column buffer. The column was: washed with additional buffer containing 50 mM imidazole 
(Calbiochem, Utrol grade), pH 7.4. The protein was eluted 7 with buffer containing- 250. mM imidazole. 
20 Fractions containing the desired protein were pooled and stored at 4°C. Protein concentration, was estimated 
by its absorbance at 280 hm using the calculated extinction coefficient based on its amino acid sequence. 

The proteins were refolded by diluting sample slowly into freshly prepared refolding buffer consisting 
of: 20 mM Tris, pH 8.6, 0.3 M NaCl, 2.5 M urea, 5 mM cysteine, 20 mM glycine and 1 mM EDTA. 
Refolding volumes were chosen so that the final protein concentration was between 50 to 100 micrograms/ml. 
25 The refolding solution was stirred gently at 4°C for 12-36 hours. The refolding reaction was quenched by the 
addition of TFA to a final concentration of 0.4% (pH of approximately 3). Before further purification of the 
protein, the solution was filtered through a 0.22 micron filter and acetonitrile was added to 2-10% final 
concentration. The refolded protein was chromatographed on a Poros Rl/H reversed phase column using a 
mobile buffer of 0. 1 % TFA with elution with a gradient of acetonitrile from. 10 to 80% . Aliquots of fractions 
30 with A280 absorbance were analyzed on SDS polyacrylamide gels and fractions containing homogeneous 
refolded protein were pooled. Generally, the properly refolded species of most proteins are eluted at the lowest 
concentrations of acetonitrile since those species are the most compact with their hydrophobic interiors shielded 
from interaction with the reversed phase resin. Aggregated species are usually eluted at higher acetonitrile 
concentrations. In addition to resolving misfolded forms of proteins from the desired form, the reversed phase 
35 step also removes endotoxin from the samples. 

Fractions containing the desired folded PRO proteins were pooled and the acetonitrile removed using 
a gentle stream of nitrogen directed at the solution. Proteins were formulated into 20 mM Hepes, pH 6.8 with 
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0. 14 M sodium chloride and 4% mannitol by dialysis or by gel filtration using G25 Superfine (Pharmacia) resins 
equilibrated in the formulation buffer and sterile filtered. 

Many of the PRO polypeptides described herein were successfully expressed as described above. 

EXAMPLE 101: Expression of PRO Polypeptides in Mammalian Cells 
5 This example illustrates preparation of a glycosylated form of a desired PRO polypeptide by 

recombinant expression in mammalian cells. 

The vector, pRK5 (see EP 307,247, published March 15, 1989), is employed as the expression vector. 
Optionally, the PRO polypeptide-encoding DNA is ligated into pRK5 with selected restriction enzymes to allow 
insertion of the PRO polypeptide DNA using ligation methods such as described in Sambrooket ah, supra . The 
10 resulting vector is called pRK5-PRO polypeptide. 

In one embodiment, the selected host cells may be 293 cells. Human 293 cells (ATCC CCL 1573) are 
grown to confluence in tissue culture plates in medium such as DMEM supplemented with fetal calf serum and 
optionally, nutrient components and/or antibiotics. About 10 fig pRK5-PRO polypeptide DNA is mixed with- 
about 1 fxg DNA encoding the VA RNA gene [Thimmappaya et al., Cfell, 31:543 (1982)] and dissolved in 500 
15 fx\ of 1 mM Tris-HCl, 0. 1 mM EDTA, 0.227 M CaClj. To this mixture is added, dropwise, 500 fil of 50 mM 
HEPES (pH 7.35), 280 mM NaCI, 1.5 mM NaP0 4 , and a precipitate is allowed to forni for 10 minutes at 25°C. 
The precipitate is suspended and added to the 293 cells and allowed to settle for about four hours at 37°C. The 
culture medium is aspirated off and 2 ml of 20% glycerol in PBS is added for 30 seconds. The 293 cells are 
then washed with serum free medium, fresh medium is added and the cells are incubated for about 5 days. 
20 Approximately 24 hours after the transfections, the culture medium is removed and replaced with culture 

medium (alone) or culture medium containing 200 fxCi/ml 35 S-cysteine and 200 ^Ci/ml 35 S-rnethionine. After 
a 12 hour incubation, the conditioned medium is collected, concentrated on a spin filter; and loaded onto a 15 % 
SDS gel. The processed gel may be dried and exposed to film for a selected period of time to reveal the 
presence of PRO polypeptide. The cultures containing transfected cells may undergo* further incubation (in 
25 serum free medium) and the medium is tested in selected bioassays. 

In an alternative technique, PRO polypeptide may be introduced into 293 cells transiendy using the 
dextran sulfate method described by Somparyrac et al., Proc. Natl. Acad. Sci. . 12:7575 (1981). 293 cells are 
grown to maximal density in a spinner flask and 700 fig pRK5-PRO polypeptide DNA is added. The cells are 
first concentrated from the spinner flask by centrifugation and washed with PBS. The DNA-dextran precipitate 
30 is incubated on the cell pellet for four hours. The cells are treated with 20% glycerol for 90 seconds, washed 
with tissue culture medium, and re-introduced into the spinner flask containing tissue culture medium, 5 fig/ml 
bovine insulin and 0. 1 /zg/ml bovine transferrin. After about four days, the conditioned media is centrifuged 
and filtered to remove cells and debris. The sample containing expressed PRO polypeptide can then be 
concentrated and purified by any selected method, such as.dialysis and/or column chromatography. 
35 In another embodiment, PRO polypeptides can be expressed in CHO cells. The pRK5-PRO polypeptide 

can be transfected into CHO cells using known reagents such as CaP0 4 or DEAE-dextran. As described above, 
the cell cultures can be incubated, and the medium replaced with culture medium (alone) or medium containing 
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a radiolabel such as "S-methionine. After determining the presence of PRO polypeptide, the culture medium 
may be replaced with serum free medium. Preferably, the cultures are incubated for about 6 days, and then the 
conditioned medium is harvested. The medium containing the expressed PRO polypeptide can then be 
concentrated and purified by any selected method. 

Epitope-tagged PRO polypeptide may also be expressed in host CHO cells. The PRO polypeptide may 
5 be subcloned out of the pRK5 vector. The subclone insert can undergo PCR to fuse in frame with a selected 
epitope tag such as a poly-his tag into a Baculovirus expression vector. The poly-hrs tagged PRO polypeptide 
insert can then be subcloned into a SV40 driven vector containing a selection marker such as DHFR for selection 
of stable clones. Finally, the CHO cells can be transfected (as described above) with the SV40 driven vector. 
Labeling may be performed, as described above, to verify expression. The culture medium containing the 
10 expressed poly-His tagged PRO polypeptide can then be concentrated and purified by any selected method, such 
as by Ni 2+ -chelate affinity chromatography.. . . 

Stable expression in CHO cells was performed using the following procedure. The proteins were 
expressed as an IgGconstruct (immunoadhesin), in which the coding sequences for the soluble forms (e.g.. 
extracellular domains) of the respective proteins were fused to an IgGl constant region sequence containing the 
15 hinge, CH2 and CH2 domains and/or is a poly-His tagged form. 

Following PCR amplification, the respective DNAs were subcloned in a CHO expression vector using 
standard techniques as described in Ausubel et al,, Current Protocols of Molecular Biology. Unit 3.16, John 
Wiley and Sons (1997). CHO expression vectors are constructed to have compatible restriction sites 5' and 3' 
of the DNA of interest to allow the convenient shuttling of cDNA's. The vector used expression in CHO cells 
20 is as described in Lucas et al., Nucl. Acids Res. 24: 9 (1774-1779 (1996), and uses the SV40 early 
promoter/enhancer to drive expression of the cDNA of interest and dihydrofolate reductase (DHFR). DHFR 
expression permits selection for stable maintenance of the plasmid following transfection. 

Twelve micrograms of the desired plasmid DNA were introduced into approximately 10 million CHO 
cells using commercially available transfection reagents Superfect* (Quiagen), Dosper* or Fugene* (Boehringer 
25 Mannheim). The cells were grown and described in Lucas et al. , supra. Approximately 3 x 10" 7 cells are frozen 
in an ampule for further growth and production- as described below. 

The ampules containing the plasmid DNA were thawed by placement into water bath and mixed by 
vortexing. The contents were pipetted into a centrifuge tube containing 10 mLs of media and centrifuged at 1000 
rpm for 5 minutes. The supernatant was aspirated and the cells were resuspended in 10 mL of selective media 
30 (0.2 urn filtered PS20 with 5 % 0.2 ^m diafiltered fetal bovine serum). The cells were then aliquoted into a 100 
mL spinner containing 90 mL of selective media. After 1-2 days, the cells were transferred into a 250 mL 
spinner filled with 150 mL selective growth medium and incubated at 37°C. After another 2-3 days, a 250 mL, 
500 mL and 2000 mL spinners were seeded. with 3 x 10 s cells/mL. The cell media was exchanged with fresh 
media by centrifugation and resuspension in production medium. Although any suitable CHO media may be 
35 employed, a production medium described in US Patent No. 5, 122.469, issued June 16, 1 992 was actually used. 
3L production spinner is seeded at 1 .2 x 10* cells/mL. On day 0, the cell number pH were determined. On day 
1 , the spinner was sampled and sparging with filtered air was commenced. On day 2, the spinner was sampled, 
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the temperature shifted to 33 °C, and 30 mL of 500 g/L glucose and 0.6 mL of 10% antifoam (e.g., 35% 
polydimethylsiloxane emulsion, Dow Corning 365 Medical Grade Emulsion). Throughout the production , pH 
was adjusted as necessary to keep at around 7.2. After 10 days, or until viability dropped below 70%, the cell 
culture was harvested by centrifugtion and filtering through a 0.22 fim filter. The filtrate was either stored at 
4°C or immediately loaded onto columns for purification. 
5 For the poly-His tagged constructs, the proteins were purified using a Ni-NTA column (Qiagen). 

Before purification, imidazole was added to the conditioned media to a concentration of 5 mM. The conditioned 
media was pumped onto a 6 ml Ni-NTA column equilibrated in 20 mM Hepes, pH 7.4, buffer containing 0.3 
M NaCl and 5 mM imidazole at a flow rate of 4-5 ml/min. at 4°C. After loading, the column was washed with 
additional equilibration buffer and the protein eluted with equilibration buffer containing 0.25 M imidazole. The 

10 highly purified protein was subsequently desalted into a storage buffer containing 10 mM Hepes, 0. 14 M NaCl 
and 4% mannitol, pH 6.8, with a 25 ml G25 Superfine (Pharmacia) column and stored at -80°C. 

Immunoadhesin (Fc containing) constructs of were purified from the conditioned media as follows . The 
conditioned medium was pumped onto a 5 ml Protein A column (Pharmacia) which had been equilibrated in 20. 
mM Na phosphate buffer, pH 6.8. After loading, the column was washed extensively with equilibration buffer 

15 before elution with 100 rnM citric acid, pH 3;5. The eluted protein was immediately neutralized by collecting 
1 ml fractions into tubes containing 275 ^iL of 1 M Tris buffer, pH 9. The highly purified protein was 
subsequently desalted into storage buffer as described above for the poly-His tagged proteins. The homogeneity 
was assessed by SDS polyacrylamide gels and by N-terminal amino acid sequencing by Edman degradation. 
Many of the PRO polypeptides described herein were successfully expressed as described above. 

20 

EXAMPLE 102 : Expression of PRO Polypeptides in Yeast 

The following method describes recombinant expression of a desired PRO polypeptide in yeast. 

First, yeast expression vectors are constructed for intracellular production or secretion of PRO 
polypeptides from the ADH2/GAPDH promoter. DN A encoding a desired PRO polypeptide, a selected signal 
25 peptide and the promoter is inserted into suitable restriction enzyme sites in the selected plasmid to direct 
intracellular expression of the PRO polypeptide. For secretion, DNA encoding the PRO polypeptide can be 
cloned into the selected plasmid, together with DNA encoding the ADH2/GAPDH promoter, the yeast alpha- 
factor secretory signal/leader sequence, and linker sequences (if needed) for expression of the PRO polypeptide. 

Yeast cells, such as yeast strain AB1 10, can then be transformed with the expression plasmids described 
30 above and cultured in selected fermentation media. The transformed yeast supernatants can be analyzed by 
precipitation with 10% trichloroacetic acid and separation by SDS-PAGE, followed by staining of the gels with 
Coomassie Blue stain. 

Recombinant PRO polypeptide can subsequently be isolated and purified by removing the yeast cells 
from the fermentation medium by centrifugation and then concentrating the medium using selected cartridge 
35 filters. The concentrate containing the PRO polypeptide may further be purified using selected column 
chromatography resins. 

Many of the PRO polypeptides described herein were successfully expressed as described above. 
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EXAMPLE 103 : Expression of PRO Polvpenriri™ in Ra c ulovm.s-lnWted Insect Tells 

The following method describes recombinant expression of PRO polypeptides in Baculovirus-infected 
insect cells. 

The desired PRO polypeptide is fused upstream of an epitope tag contained with a baculovirus 
expression vector. Such epitope tags include poly-his tags and immunoglobulin tags (like Fc regions of IgG). 
A variety of plasmids may be employed, including plasmids derived from commercially available plasmids such 
as pVL1393 (Novagen). Briefly, the PRO polypeptide or the desired portion of the PRO polypeptide (such as 
the sequence encoding the extracellular domain of a transmembrane protein) is amplified by PCR with primers 
complementary to the 5' and 3' regions. The 5' primer may incorporate flanking (selected) restriction enzyme 
sites. The product is then digested with those selected restriction enzymes and subcloned into the expression 



vector. 



Recombinant baculovirus is generated by co-transfecting the above plasmid and BaculoGold™ virus 
DNA (Pharmingen) into Spodopterafrugiperda ("Sf9") cells (ATCC CRL 171 1) using lipofectin (commercially 
available from GIBCO-BRL). After 4-5 days of incubation at 28°C, the released viruses are harvested and used , 
for further amplifications. Viral infection and protein expression is performed as described by O'Reilley et al., 
15 Baculovirus expression vectors: A laboratory Manual, Oxford: Oxford University Press (1994). 

Expressed poly-his tagged PRO polypeptide can then be purified, for example, by Ni J+ -chelate affinity 
chromatography as follows. Extracts are prepared from recombinant virus-infected Sf9 cells as described by 
Rupert et al.. Nature, 3^: 175-179 (1993). Briefly, Sf9 cells are washed, resuspended in sonication buffer (25 
mL Hepes, pH 7.9; 12.5 mM MgCl 2 ; 0. 1 mM EDTA; 10% Glycerol; 0. 1 %, NP-40; 0.4 M KC1), and sonicated 
20 twice for 20 seconds on ice. The sonicates are cleared by centrifugation, and the supernatant is diluted 50-fold 
in loading buffer (50 mM phosphate, 300 mM Nad, 10% Glycerol, pH 7.8) and filtered through a 0.45 
filter. A Ni 2+ -NTA agarose column (commercially available from Qiagen) is prepared with a bed volume of 5 
mL, washed with 25 mL of water and equilibrated with 25 mL of loading buffer. The filtered cell extract is 
loaded onto the column at 0.5 mL per minute. The column is washed to baseline A 280 with loading buffer, at 
25 which point fraction collection is started. Next, the column is washed with a secondary wash buffer (50 mM 
phosphate; 300 mM NaCl, 10% Glycerol, pH 6.0), which elutes nonspecifically bound protein. After reaching 
A^ baseline again, the column is developed with a 0 to 500 mM Imidazole gradient in the secondary wash 
buffer. One mL fractions are collected and analyzed by SDS-PAGE and silver staining or western blot with 
Ni J+ -NTA-conjugated to alkaline phosphatase (Qiagen). Fractions containing the eluted His 10 -tagged PRO 
30 polypeptide are pooled and dialyzed against loading buffer. 

Alternatively, purification of the IgG tagged (or Fc tagged) PRO polypeptide can be performed using 
known chromatography techniques, including for instance, Protein A or protein G column chromatography. 

PR0195, PR0526, PRO540, PR0846, PR0362, PR0363, PRO700, PRO707, PR0322, PR0719, 
PRO1083, PROS68, PROS66, PR0768, PR0788, PR0938, PR0827 and PRO 1031 were successfully expressed 
35 in baculovirus infected Sf9 insect cells. While the expression was actually performed in a 0.5-2 L scale, it can 
be readily scaled up for larger (e.g. 8 L) preparations. The proteins were expressed as an IgG construct 
(immunoadhesin), in which the protein extracellular region was fused to an IgGl constant region sequence 
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containing the hinge, CH2 and CH3 domains and/or in poIy-His tagged forms. 

For expression in bacuiovirus infected Sf9 cells, following PCR amplification, the respective coding 
sequences were subcloned into a bacuiovirus expression vector (pb.PH.IgG for IgG fusions and pb.PH.His.c 
for poIy-His tagged proteins), and the vector and Baculogold® bacuiovirus DNA (Pharmingen) were 
co-transfected into 105 Spodopterafrugiperda ("Sf9") cells (ATCC CRL 1711), using Lipofectin (Gibco BRL). 
5 pb.PH.IgG and pb.PH.His are modifications of the commercially available bacuiovirus expression vector 
pVL1393 (Pharmingen), with modified polylinker regions to include the His or Fc tag sequences. The cells were 
grown in Hink's TNM-FH medium supplemented with 10% FBS (Hyclone). Cells were incubated for 5 days 
at 28°C. The supernatant was harvested and subsequently used for the first viral amplification by infecting Sf9 
cells in Hinks TNM-FH medium supplemented with 10% FBS at an approximate multiplicity of infection (MOI) 
10 of 10. Cells were incubated for 3 days at 28°C. The supernatant was harvested and the expression of the 
constructs in the bacuiovirus expression vector was determined by batch binding of 1 ml of supernatant to 25 
mL of Ni-NTA beads (Q1AGEN) for histidine tagged proteins or Protein-A Sepharose CL-4B beads (Pharmacia) 
for IgG tagged proteins followed by SDS-PAGE analysis comparing to a known concentration of protein standard 
by Coomassie blue staining. 

15 The first viral amplification supernatant, was used to infect a spinner culture (500 ml) of Sf9 cells grown 

in ESF-921 medium (Expression Systems LLC) at an approximate MOI of 0. 1 . Cells were incubated for 3 days 
at 28°C. The supernatant was harvested and filtered. Batch binding and SDS-PAGE analysis was repeated, as 
necessary, until expression of the spinner culture was confirmed. 

The conditioned medium from the transfected cells (0.5 to 3 L) was harvested by centrifugation to 

20 remove the cells and filtered through 0.22 micron filters. For the poly-His tagged constructs, the protein 
construct were purified using a Ni-NTA column (Qiagen). Before purification, imidazole was added to the 
conditioned media to a concentration of 5 mM. The conditioned media were pumped onto a 6 ml Ni-NTA 
column equilibrated in 20 mM Hepes, pH 7.4, buffer containing 0.3 M NaCl and 5 mM imidazole at a flow rate 
of 4-5 ml/min. at 4°C. After loading, the column was washed with additional equilibration buffer and the 

25 protein eluted with equilibration buffer containing 0.25 M imidazole. The highly purified protein was 
subsequently desalted into a storage buffer containing 10 mM Hepes, 0. 14 M NaCl and 4% mannitol, pH 6.8, 
with a 25 ml G25 Superfine (Pharmacia) column and stored at -80°C. 

Immunoadhesin (Fc containing) constructs of proteins were purified from the conditioned media as 
follows. The conditioned media were pumped onto a 5 ml Protein A column (Pharmacia) which had been 

30 equilibrated in 20 mM Na phosphate buffer, pH 6.8. After loading, the column was washed extensively with 
equilibration buffer before elution with 100 mM citric acid, pH 3.5. The eluted protein was immediately 
neutralized by collecting 1 ml fractions into tubes containing 275 mL of 1 M Tris buffer, pH 9. The highly 
purified protein was subsequently desalted into storage buffer as described above for the poly-His tagged 
proteins. The homogeneity of the proteins was verified by SDS polyacrylamide gel (PEG) electrophoresis and 

35 N -terminal amino acid sequencing by Edman degradation. 

PR0181, PR0195, PRO200, PRO320, PR0237, PR0273, PR0285, PR0337, PR0526, PRO540, 
PR0846, PR0362, PR0363, PR0617, PR0322, PRO1083, PRO868, 768, PR0792, PR0788, PR0162, 
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PR01114, PR0827, PRO1075 and PRO1031 were successfully ■ k , ■ . * 

were successruuy expressed in baculovirus infected Hi5 insect 

cells. While the expression was actually performed in a 0.5-2 L scale, it can be readily scaled up for larger (e.g. 
8 L) preparations. 

For expression in baculovirus-infected Hi5 insect cells, , he PRO po lyP eptide-encodin g DNA may be 
amphfied with suitable systems, such as Pfu (Stratagene), or fused upstream (5--of) of an epitope tag contained 
w«h a baculovirus expression vector. Such epitope tags include poly-his tags and immunoglobulin tags (like Fc 
reg.ons of IgG). A variety of plasmids may be employed, including plasmids derived from commercially 
ava.lable plasmids such as P VL1393 (Novagen). Briefly, the PRO polypeptide or the desired portion of the 
PRO polypeptide (such as the sequence encoding the extracellular domain of a transmembrane protein) is 
-P^byPCRwith^^ 

(selected) restriction enzyme sites. The product is then digested with those selected restriction enzymes and 
subcloned into the expression vector. For example, derivatives of pVL1393 can include the Fc region of human 
IgG (pb.PH.IgG) or an 8 histidine (pb.PH.His) tag downstream (3'-of) the NAME sequence. Preferably, the 
vector construct is sequenced for confirmation. 

Hi5 cells are grown to.a confluency of 50% under the conditions of, 27>C, no C02, NO pen/strep For 
15 each 150 mm plate, 30 ug of p,E based vector containing PRO polypeptide is mixed with 1 ml Ex-Cell medium 
(Media: Ex-Cell 401 - 1/100 L-Glu JRH Biosciences # 1 4401 -78P (note: this media is light sensitive)), and in 
a separate tube, 100 ul of CellFectin (CellFECTIN (GibcoBRL #10362-010) (vortexed to mix)) is mixed with 
1 ml of Ex-Cell medium. The two solutions are combined and allowed * incubate at room temperature for 15 
nunutes. 8 ml of Ex-Cell media is added to the 2ml of DNA/CellFECTIN mix and this is layered on Hi5 cells 
20 that have been washed once with Ex-Cell media. The plate is men incubated in darkness for 1 hour at room 
temperature. The DNA/CellFECTIN mix is then aspirated, and the cells are washed once with Ex-Cell to 
remove excess CellFECTIN . 30 ml of fresh Ex-Cell media is added and the ceils are incubated for 3 days at 
28o C . The supernatant is harvested and the expression of the PRO polypeptide in the baculovirus expression 
vector can be determined by batch binding 1 ml of supernatent to 25 mL of Ni-NTA beads (QIAGEN) for 
lusudme tagged proteins or Protein-A Sepharose CL-4B beads (Pharmacia) for IgG tagged proteins followed by 
SDS-PAGE analysis comparing to a known concentration of protein standard by Coomassie blue staining. 

The conditioned media from the transfected cells (0.5 to 3 L) is harvested by centrifugation to remove 
the cells and filtered through 0.22 micron filters. For the poly-His tagged constructs, the protein comprising 
the PRO polypeptide is purified using a Ni-NTA column (Qiagen). Before purification, imidazole is added to 
30 the conduioned media to a concentration of 5 mM. The conditioned media is pumped onto a 6 ml Ni-NTA 
column equilibrated in 20 mM Hepes, P H 7.4. buffer containing 0.3 M NaCl and 5 mM imidazole at a flow rate 
of 4-5 ml/min. at 4»C. After loading, the column is washed with additional equilibration buffer and the protein 
eluted with equilibration buffer contaimng 0.25 M imidazole. The highly purified protein is subsequently 
deslated mto a storage buffer containing 10 mM Hepes, 0. 14 M NaCl and 4% mannitol, pH 6.8, with a 25 ml 
35 G25 Superfine (Pharmacia) column and stored at -80°C. 

Irnmunoadhesin (Fc containing) constructs of proteins are purified from the conditioned media as 
follows. The conditioned media is pumped onto a 5 ml Protein A column (Pharmacia) which had been 
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equilibrated in 20 mM Na phosphate buffer, pH 6.8. After loading, the column is washed extensively with 
equilibration buffer before elution with 100 mM citric acid, pH 3.5. The eluted protein is immediately 
neutralized by collecting 1 ml fractions into tubes containing 275 mL of 1 M Tris buffer, pH 9. The highly 
purified protein is subsequently desalted into storage buffer as described above for the poly-His tagged proteins. 
The homogeneity of PRO polypeptide can be assessed by SDS polyacrylamide gels and by N-terminal amino 
5 acid sequencing by Edman degradation and other analytical procedures as desired or necessary. 

Many of the PRO polypeptides described herein were successfully expressed as described above. 

EXAMPLE 104: Preparation of Antibodies that Bind to PRO Polypeptides 

This example illustrates preparation of monoclonal antibodies which can specifically bind to a PRO 
10 polypeptide. 

Techniques for producing the monoclonal antibodies are known in the art and are described, for 
instance, in Goding, supra. Immunogens that may be employed include purified PRO polypeptide, fusion 
proteins containing the PRO polypeptide, and cells expressing recombinant PRO polypeptide on the cell surface. . 
Selection of the immunogen can be made by the skilled artisan without undue experimentation. 

15 Mice, such as Balb/c, are immunized with the PRO polypeptide immunogen emulsified in complete 

Freund's adjuvant and injected subcutaneously or intraperitoneal! y in an amount from 1-100 micrograms. 
Alternatively, the immunogen is emulsified in MPL-TDM adjuvant (Ribi Immunochemical Research, Hamilton, 
MT) and injected into the animal's hind foot pads. The immunized mice are then boosted 10 to 12 days later 
with additional immunogen emulsified in the selected adjuvant. Thereafter, for several weeks, the mice may also 

20 be boosted with additional immunization injections. Serum samples may be periodically obtained from the mice 
by retro-orbital bleeding for testing in ELISA assays to detect anti-PRO polypeptide antibodies. 

After a suitable antibody titer has been detected, the animals "positive" for antibodies can be injected 
with a final intravenous injection of PRO polypeptide. Three to four days later, the mice are sacrificed and the 
spleen cells are harvested. The spleen cells are then fused (using 35 % polyethylene glycol) to a selected murine 
25 myeloma ceil line such as P3X63AgU.l, available from ATCC, No. CRL 1597. The fusions generate 
hybridoma cells which can then be plated in 96 well tissue culture plates containing HAT (hypoxanthine, 
aminopterin, and thymidine) medium to inhibit proliferation of non-fused cells, myeloma hybrids, and spleen 
cell hybrids. 

The hybridoma cells will be screened in an ELISA for reactivity against the PRO polypeptide. 
30 Determination of "positive- hybridoma cells secreting the desired monoclonal antibodies against the PRO 
polypeptide is within the skill in the art. 

The positive hybridoma cells can be injected intraperitoneally into syngeneic Balb/c mice to produce 
ascites containing the anti-PRO polypeptide monoclonal antibodies. Alternatively, the hybridoma cells can be 
grown in tissue culture flasks or roller bottles. Purification of the monoclonal antibodies produced in the ascites 
35 can be accomplished using ammonium sulfate precipitation, followed by gel exclusion chromatography. 
Alternatively, affinity chromatography based upon binding of antibody to protein A or protein G can be 
employed. 
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EXAMPLE IPS; Chimeric PRO Pn) Yr T *^~. 

PRO poiypepMes be express as cn im eric proteins „ ilh one or „,„ 
«» added ,o tt. pro , ei „ pnrincarion. Such purlflc „ ion fKjliiaiing ^ iM|ude ta 
!«■ .0, «tf Che.a.ing peptides such as Msndine-.rypropnan a||ow on 

5 A ^ a "° W PUriBCa,i °" " «- - » dorr** n.iiized in 

T ^ , . " eXK " S '°° /arani ' y P, " ir,Catk, ° 1 °"»" ™. inclusion of a 

Ceavabie „„*er sconer** such as Facor XA or e„ t e roklM se „„vi, rog .„, s,» Dieso Cal , f , beIwee „ fc 

punncanon domain and d* PRO poiypepiide s«,uenc e n^y to US e M ■„ f aci,i t „e expression of DNA encoding 
the PRO polypeptide. 5 

10 EXAMPLE 106 : Purification of PRO PoWnen.iH,., i Mwp c^.. 

Native or recombinant PRO polypeptide, may be purified by a variety of standard techniques in the art 
ofprotem purification. For ex amp ,e, P ro-PRO P o.y^ 

.s punfied by tmmunoaffinity chromatography using antibodies specific for the PRO polypeptide of interest ,n 

15 rr^T^^ 

13 an activated chromatographic resin. 

su,f , P ? Cl0nal ™ 8l0bUHnS ^ Pre ^ ed from "» either by precipitation with ammonium 

ulfate or by punfication on immobilized Protein A (Pharmacia LKB Biotechnology, Piscataway N J ) 
Ukewtse, monoclonal antibodies are prepared from mouse ascites fluid by ammonium sulfate precipitation or 
chromatography on immobilized Protein A. Partially purified immunoglobulin is covalently attached to a 
chromatographic resin such as CnBr-activated SEPHAROSE™ (Pharmacia LKB Biotechno.ogy). The antibody 
« coupled to the resin, the resin is blocked, and the derivative resin is washed according to the manufacturer's 
instructions. 

Such an immunoaffinity column is utilized in the purification of PRO polypeptide by preparing a fraction 
from cells containing PRO polypeptide in a soluble form. This preparation is derived by solubilization of the 
whole cellor of a subcellular fraction obtained via differentia, centrifugation by the addition of detergent or by 
other methods well known in the art. Alternatively, soluble PRO polypeptide containing a signal sequence may 
be secreted in useful quantity into the medium in which the cells are grown. 

A soluble PRO polypeptide-containing preparation is passed over the immunoaffinity column andthe 

30 * WaShed ™ d ^^^ 

strength buffers in the presence of detergent). Then, the column is eluted under conditions that disrupt 
anttbody/PROpo^^^ 

of a chaotrope such as urea or thiocyanate ion), and PRO polypeptide is collected. 

EXAMPLF 107: Drug Scrreninp 
35 This invention is particularly useful for screening compounds by using PRO polypeptides or binding 

fragment thereof in any of a variety of drug screening techniques. The PRO polypeptide or fragment employed 
» -ch a test may either be free in solution, affixed to a solid support, borne on a cell surface or located 
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intracellulariy. One method of drug screening utilizes eukaryotic or prokaryotic host cells which are stably 
transformed with recombinant nucleic acids expressing the PRO polypeptide or fragment. Drugs are screened 
against such transformed cells in competitive binding assays. Such cells, either in viable or fixed form, can be 
used for standard binding assays. One may measure, for example, the formation of complexes between PRO 
polypeptide or a fragment and the agent being tested. Alternatively, one can examine the diminution in complex 
5 formation between the PRO polypeptide and its target cell or target receptors caused by the agent being tested. 

Thus, the present invention provides methods of screening for drugs or any other agents which can 
affect a PRO polypeptide-associated disease or disorder. These methods comprise contacting such an agent with 
an PRO polypeptide or fragment thereof and assaying (I) for the presence of a complex between the agent and 
the PRO polypeptide or fragment, or (ii) for the presence of a complex between the PRO polypeptide or fragment 

10 and the cell, by methods well known in the art. In such competitive binding assays, the PRO polypeptide or 
fragment is typically labeled. After suitable incubation, free PRO polypeptide or fragment is separated from that 
present in* bound form, and the amount of free or uncomplexed label is a measure of the ability of the particular 
agent to bind to PRO polypeptide or to interfere with the PRO polypeptide/cell complex. 

Another technique for drug screening provides high throughput screening for compounds having suitable 

15 binding affinity to a polypeptide and is described in detail in WO 84/03564, published on September 13, 1984. 
Briefly stated, large numbers of different small peptide test compounds are synthesized on a solid substrate, such 
as plastic pins or some other surface. As applied to a PRO polypeptide, the peptide test compounds are reacted 
with PRO polypeptide and washed. Bound PRO polypeptide is detected by methods well known in the art. 
Purified PRO polypeptide can also be coated directly onto plates for use in the aforementioned drug screening 

20 techniques. In addition, non-neutralizing antibodies can be used to capture the peptide and immobilize it on the 
solid support. 

This invention also contemplates the use of competitive drug screening assays in which neutralizing 
antibodies capable of binding PRO polypeptide specifically compete with a test compound for binding to PRO 
polypeptide or fragments thereof. In this manner, the antibodies can be used to detect the presence of any 
25 peptide which shares one or more antigenic determinants with PRO polypeptide. 

EXAMPLE 108 : Rational Drug Design 

The goal of rational drug design is to produce structural analogs of biologically active polypeptide of 

interest (/. e. , a PRO polypeptide) or of small molecules with which they interact, e.g. , agonists, antagonists, or 
30 inhibitors. Any of these examples can be used to fashion drugs which are more active or stable forms of the 

PRO polypeptide or which enhance or interfere with the function of the PRO polypeptide in vivo (c.f. , Hodgson, 

Bio/Technologv . 9: 19-21 (1991)). 

In one approach, the three-dimensional structure of the PRO polypeptide, or of an PRO 

polypeptide-inhibitor complex, is determined by x-ray crystallography, by computer modeling or, most typically, 
35 by a combination of the two approaches. Both the shape and charges of the PRO polypeptide must be ascertained 

to elucidate the structure and to determine active site(s) of the molecule. Less often, useful information regarding 

the structure of the PRO polypeptide may be gained by modeling based on the structure of homologous proteins. 
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In both cases, relevant structural information is used to design analogous PRO polypeptide-like molecules or to 
identify efficient inhibitors. Useful examples of rational drug design may include molecules which have improved 
activity or stability as shown by Braxton and Wells, Biochemistry 31:7796-7801 (1992) or which act as 
inhibitors, agonists, or antagonists of native peptides as shown by Athauda a ai., J. Biochem. . U3:742-746 
(1993). 

It is also possible to isolate a target-specific antibody, selected by functional assay, as described above, 
and then to solve its crystal structure. This approach, in principle, yields a pharmacore upon which subsequent 
drug design can be based. It is possible to bypass protein crystallography altogether by generating anti-idiotypic 
antibodies (anti-ids) to a functional, pharmacologically active antibody. As a mirror image of a mirror image, 
the binding site of the anti-ids would be expected to be an analog of the-original receptor. The anti-id could then 
be used to identify and isolate peptidesfrom banks of chemically or biologically produced peptides. The isolated 
peptides would then act as the pharmacore. 

By virtue of the present invention, sufficient amounts of the PRO polypeptide may be made available 
to perform such analytical studies as X.ray- crystallography, In addition, knowledge of the PRO polypeptide 
amino acid sequence provided herein will provide guidance to those employing computer modeling techniques 
15 in place of or in addition to x-ray crystallography. ■ ', . 

EXAMPLE 1 09 : Ability of PRO Polypeptides to Inhibit V a sr„l ar Endnrt^l r.r ^ Factor (VF.r^ Srfrn,.i..~i 
Proliferation of Endoth elial Cell Growth (Assay 9^ 

The ability of various PRO polypeptides to inhibit VEGF stimulated proliferation of endothelial cells 
was tested. Polypeptides testing positive in this assay are useful for inhibiting endothelial cell growth in 
mammals where such an effect would be beneficial, e.g., for inhibiting tumor growth. 

Specifically, bovine adrenal cortical capillary endothelial cells (ACE) (from primary culture, maximum 
of 12-14 passages) were plated in 96-well plates at 500 cells/well per 100 microliter. Assay media included low 
glucose DMEM, 10% calf serum, 2 mM glutamine, and IX pemcillin/streptomycin/fungizone. Control wells 
15 included the following: (1) no ACE cells added; (2) ACE cells alone; (3) ACE cells plus 5 ng/ml FGF; (4) ACE 
cells plus 3 ng/ml VEGF; (5) ACE cells plus 3 ng/ml VEGF plus 1 ng/ml TGF-beta; and (6) ACE cells plus 
3 ng/ml VEGF plus 5 ng/ml LIF. The test samples, poly-his tagged PRO polypeptides (in 100 microliter 
volumes), were then added to the wells (at dilutions of 1 %, 0.1 % and 0.01 %, respectively). The cell cultures 
were incubated for 6-7 days at 37«C/5% C6 2 . After the incubation, the media in the wells was aspirated, and 
>0 the cells were washed IX with PBS. An acid phosphatase reaction mixture (100 microliter; 0.1M sodium 
acetate, pH 5.5, 0. 1 % Triton X-100, 10 mM p-nitrophenyl phosphate) was then added to each well. After a 2 
hour incubation at 37°C, the reaction was stopped by addition of 10 microliters IN NaOH. Optical density (OD) 
was measured on a microplate reader at 405 nm. 

The activity of PRO polypeptides was calculated as the percent inhibition of VEGF (3 ng/ml) stimulated 
proliferation (as determined by measuring acid phosphatase activity at OD 405 nm) relative to the cells without 
stimulation. TGF-beta was employed as an activity reference at 1 ng/ml, since TGF-beta blocks 70-90% of 
VEGF-stimulated ACE cell proliferation. The results are indicative of the utility of the PRO polypeptides in 
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cancer therapy and specifically in inhibiting tumor angiogenesis. Numerical values (relative inhibition) are 
determined by calculating the percent inhibition of VEGF stimulated proliferation by the PRO polypeptides 
relative to cells without stimulation and then dividing that percentage into the percent inhibition obtained by TGF- 
P at 1 ng/ml which is known to block 70-90% of VEGF stimulated cell proliferation. The results are considered 
positive if the PRO polypeptide exhibits 30% or greater inhibition of VEGF stimulation of endothelial cell 
growth (relative inhibition 30% or greater). 

The following polypeptides tested positive in this assay: PRO200, PR0322 and PRO320. 

EXAMPLE 110: Retinal Neuron Survival CAssav 52) 

This example demonstrates that certain PRO polypeptides.have efficacy in enhancing the survival of 
retinal neuron cells and, therefore, are useful for the therapeutic/treatment of retinal disorders or injuries 
including, for example, treating sight loss in mammals due to retinitis pigmentosum, AMD, etc. 

Sprague Dawley rat pups at postnatal day 7 (mixed population: glia and retinal neuronal types) are killed 
by decapitation following C0 2 anesthesia and the eyes are removed under sterile conditions. The neural retina , 
is dissected away from the pigment epithelium and other ocular tissue and then dissociated into a single cell 
suspension using 0.25% trypsin in Ca 2+ , Mg 2+ -free PBS. The retinas are incubated at 37°C for 7-10 minutes 
after which the trypsin is inactivated by adding 1 ml soybean trypsin inhibitor. The cells are plated at 100,000 
cells per well in 96 well plates in DMEM/F12 supplemented with N2 and with or without the specific test PRO 
polypeptide. Cells for all experiments are grown at 37°C in a water saturated atmosphere of 5% C0 2 . After 
2-3 days in culture, cells are stained with calcein AM then fixed using 4% paraformaldehyde and stained with 
DAPI for determination of total cell count. The total cells (fluorescent) are quantified at 20X objective 
magnification using CCD camera and NIH image software for Macintosh. Fields in the well are chosen at 
random. 

The effect of various concentration of PRO polypeptides are reported herein wfcere percent survival is 
calculated by dividing the total number of calcein AM positive cells at 2-3 days in culture by the total number 
25 of DAPI-labeled cells at 2-3 days in culture. Anything above 30% survival is considered positive. 

The following PRO polypeptides tested positive in this assay using polypeptide concentrations within 
the range of 0.01% to 1.0% in the assay: PRO200, PR0322, PRO540, PR0846 and PR0617. 

EXAMPLE 111- Rod Photoreceptor Survival (Assay 56) 

30 This assa y shows that certain polypeptides of the invention act to enhance the survival/proliferation of 

rod photoreceptor cells and, therefore, are useful for the therapeutic treatment of retinal disorders or injuries 
including, for example, treating sight loss in mammals due to retinitis pigmentosum, AMD, etc. Sprague Dawley 
rat pups at 7 day postnatal (mixed population: glia and retinal neuronal cell types) are killed by decapitation 
following CO, anesthesis and the eyes are removed under sterile conditions. The neural retina is dissected away 

35 form the pigment epithelium and other ocular tissue and then dissociated into a single cell suspension using 
0.25% trypsin in Ca 2+ , Mg 2+ -free PBS. The retinas are incubated at 37°C for 7-10 minutes after which the 
trypsin is inactivated by adding 1 ml soybean trypsin inhibitor. The cells are plated at 100,000 cells per well 
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and culture in vitro have been described by Monks et al., J. Natl. Cancer Inst. 83:757-766 (1991). The purpose 
of this screen is to initially evaluate the cytotoxic and/or cytostatic activity of the test compounds against different 
types of tumors (Monks et al., supra; Boyd, Cancer: Princ. Pract. Oncol. Update 3(10): 1-12 [1989]). 

Cells from approximately 60 human tumor cell lines were harvested with trypsin/EDTA (Gibco), 
washed once, resuspended in IMEM and their viability was determined. The cell suspensions were added by 
5 pipet ( 100 fiL volume) into separate 96-well microtiter plates. The cell density for the 6-day incubation was less 
than for the 2-day incubation to prevent overgrowth. Inoculates were allowed a preincubation period of 24 hours 
at 37 °C for stabilization. Dilutions at twice the intended test concentration were added at time zero in 100 /zL 
aliquots to the microtiter plate wells (1:2 dilution). Test compounds were evaluated at five half-log dilutions 
(1000 to 100,000-fold). Incubations took place for two days and six days in a 5% C0 2 atmosphere and 100% 
10 humidity. 

After incubation, the medium was removed and the cells were fixed in 0.1 ml of 10% trichloroacetic 
acid at 40°C. The plates were rinsed five times with deionized water, dried, stained for 30 minutes with 0. 1 
ml of 0.4% sulforhodamine B dye (Sigma) dissolved in 1% acetic acid, rinsed four times with 1% acetic acid 
to remove unbound dye, dried, and the stain was extracted for five minutes with 0.1 ml of 10 mM Tris base 

15 [tris(hydroxymethyl)aminomethane], pH 10.5. The absorbance (OD) of sulforhodamine B at 492 nm was 
measured using a computer-interfaced, 96-well microtiter plate reader. 

A test sample is considered positive if it shows at least 50% growth inhibitory effect at one or more 
concentrations. PRO polypeptides testing positive in this assay are shown in Table 7, where the abbreviations 
are as follows: 

20 NSCL = non-small cell lung carcinoma 
CNS = central nervous system 
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Test compound 

PR0181 
PR0181 
PR0181 
5 PR0181 
PR018I 
PR0181 
PR0181 
PR0181 
10 PR0181 
PR0181 
PRO!81 
PR0181 
PR0181 
15 PR0181 
PR0181 
PR0237 
PR0237 
PR0237 
20 PR0237 
PR0237 
PR0237 
PR0526 
PR0526 
25 PRQ526 
PR0526 
PR0526 
PR0526 
PR0526 
30 PR0526 
PR0362 
PR0362 
PR0362 
PR0362 
35 PRQ362 
PR0362 
PR0362 
PR0362 
PR0362 
40 PR0362 
PR0362 
PR0362 
PR0362 
PR0362 
45 PR0362 
PR0362 
PR0362 
PR0362 
PR0362 
50 PR0362 
PR0362 
PR0362 
PR0362 
PR0362 
55 PRO866 



Table 7 

Tumor Cell T jnp Ty ^ 

Leukemia 
NSCL 
Melanoma 
Ovarian 
Breast 
Leukemia 
NSCL 
CNS 
Ovarian 
Renal 
Breast 
Melanoma 
Leukemia 
NSCL 
Leukemia 
Leukemia 
NStl r 
Colon 
Colon 
Prostate i 
Breast 
NSCL 
Colon 
Melanoma 
Ovarian 
Prostate 
NSCL 
; CNS 
Renal 
NSCL 
Colon 
CNS 

Melanoma 
Leukemia 
Colon 
Breast 
Prostate 
Leukemia 
NSCL 
s Colon 
CNS 

Melanoma 

Ovarian 

Breast 

NSCL 

Renal 

Breast 

NSCL 

Colon 

Melanoma 

Melanoma 

Ovarian 

Breast 

Leukemia 



Cell Line Df><;ignatin n 

RPMI-8226 

NCI-H226; NCI-H522 

MALME-3M; SK-MEL-5 

OVCAR-4 

NCI/ADR-RES 

MOLT-4 

NCI-H226* 

SNB-19 

OVCAR-3; OVCAR-8 
A498 

MDA-MB-23 1 /ATCC; MDA-N 
LOX IMVI 

CCRF-CEM; RPMI-8226* 
HOP-62 
HL-60 (TB) 
., K-562 

NCI-H322M 

HCC-2998; HCT-15 

KM 12 

DU-145 

MDA-N ; • 
HOP-62; NCI-H322M 
HCT-116 

LOX IMVI; SK-MEL-2 

OVCAR-3 

PC-3 

NCI-H226 
SF-539 

CAKI-1; RXF393 

NCI-H322M 

HCT-116 

SF-295 

LOX IMVI 

MOLT-4; RPMI-8226; SR 
COLO 205 
HS578T; MDA-N 
PC-3 

HL-60 (TB); K-562 
EKVX; NCI-H23 
HCC-2998 
U251 

UACC-257; UACC-62 

OVCAR-8 

T-47D 

NCI-H522 

RXF393; UO-31 

MDA-MB-435 

HOP-62; NCI-H522 

KM12 

MALME-3M; SK-MEL-2 
SK-MEL-28; SK-MEL-5 
OVCAR-3; OVCAR-4 
MCF7 

HL-60 (TB); MOLT-4; SR 
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25 



30 



35 



40 



Test compound 

PR0866 

PRO866 

PRO866 

PRO866 

PRO866 

PR0866 

PRO866 

PRO320 

PRO320 

PRO320 

PRO320 

PRO320 

PRO320 

PRO320 



Table 7 (Continued^ 
Tumor Cell Line Typ e 
NSCL 
NSCL 
Colon 
CNS 
Ovarian 
Breast 
Melanoma 
Leukemia 
NSCL 
Colon 
Renal 
Breast 
Ovarian 
Melanoma 



Cell Line Designation 

HOP-62 

HOP-92 

KM12 

SF-295 

IGROV I 

MDA-MB-435 

LOX IMVI 

CCRF-CEM; RPMI-8226 

HOP62; NCI H322M 

HCT-116 

SN12C 

MDA-N 

OVCAR-3 

MALME-3M 



* cytotoxic . 

The results of these assays demonstrate that the positive testing PRO polypeptides are useful for 
inhibiting neoplastic growth in a number of different tumor cell types and may be used therapeutically therefor. 
Antibodies against these PRO polypeptides are useful for affinity purification of these useful polypeptides. 
Nucleic acids encoding these PRO polypeptides are useful for the recombinant preparation of these polypeptides. 

EXAMPLE 1 14 : Gene Amplification in Tumors 

This example shows that certain PRO polypeptide-encoding genes are amplified in the genome of certain 
human lung, colon and/or breast cancers and/or cell lines. Amplification is associated with overexpression of 
the gene product, indicating that the polypeptides are useful targets for therapeutic intervention in certain cancers 
such as colon, lung, breast and other cancers and diagnostic determination of the presence of those cancers. 
Therapeutic agents may take the form of antagonists of the PRO polypeptide, for example, murine-human 
chimeric, humanized or human antibodies against a PRO polypeptide. 

The starting material for the screen was genomic DNA isolated from a variety cancers. The DNA is 
quantitated precisely, e.g., fluorometrically. As a negative control, DNA was isolated from the cells of ten 
normal healthy individuals which was pooled and used as assay controls for the gene copy in healthy individuals 
(not shown). The 5 ' nuclease assay (for example, TaqMan™) and real-time quantitative PCR (for example, ABI 
Prizm 7700 Sequence Detection System™ (Perkin Elmer, Applied Biosystems Division, Foster City, CA)), were 
used to find genes potentially amplified in certain cancers. The results were used to determine whether the DNA 
encoding the PRO polypeptide is over-represented in any of the primary lung or colon cancers or cancer cell 
lines or breast cancer cell lines that were screened. The primary lung cancers were obtained from individuals 
with tumors of the type and stage as indicated in Table 8. An explanation of the abbreviations used for the 
designation of the primary tumors listed in Table 8 and the primary tumors and cell lines referred to throughout 
this example are given below. 

The results of the TaqMan™ are reported in delta (A) Ct units. One unit corresponds to 1 PCR cycle 
or approximately a 2-fold amplification relative to normal, two units corresponds to 4-fold, 3 units to 8-fold 
amplification and so on. Quantitation was obtained using primers and a TaqMan™ fluorescent probe derived 
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from the PRO polypeptide-encoding gene. Regions of the PRO polypeptide-encoding gene which are most likely 
to contain unique nucleic acid sequences and which are least likely to have spliced out introns are preferred for 
the primer and probe derivation, e.g., 3* -untranslated regions. The sequences for the primers and probes 
(forward, reverse and probe) used for the PRO polypeptide gene amplification analysis were as follows: 
PRQ853 (DNA48227-1350) 



5 48227.tm.fl 

5 ' -GGC ACTTC ATGGTCCTTGA AA-3 ' 
48227,tm.pl 

5 ' -CGGATGTGTGTGAGGCC ATGCC-3 ' 

48227.tm.rl _. 

10 5 ' -G AA AGTAACC ACGG AGGTC A AGAT-3 ' 

PRO1017fDNA56112-1379> : 
56112.tm.ff ; * 

S^CCTCCTCCGAGACTGAAAGCTO' ; - 
15 56112.tm.pl 

5 ' -TGGCGTTGCTTTTTCTCGCGTG-3 \ 
56112.tm.rl 

5 ' -GCGTGCGTC AGGTTCCA-3 



(SEQ ID NO:539) 
(SEQ ID NO : 540) 
(SEQ ID NO:541) 



(SEQ ID NO:542) 
(SEQ ID NO:543) 
(SEQ-ID : NO^ 



20 PRQ213-1 (DNA30943-1163-n : 

30943.tm.f3; / 

5 * -CGTTCGTGC AGCGTGTGT A-3 ' 

30943.tm.p3: — - 

5 ' -CTTCCTCACC ACCTGCGACGGG-3 ' 

25 30943.tm.r3: r ~ ~ " 

5 -GGTAGGCGGTCCTATAGATGGTT-3 \' 
30943.tm.fl: 

5 ' -AGATGTGGATGAATGC AGTGCTA-3 ; 
30943.tm.pl: 

30 5 ' -ATCAACAGCGCCGGC AGTTAGTGG-3^ - 
30943.tm.rl: 

5 -ACAGAGT GtACCGtCTGCXG ACA-3' 
30943.3trn-5: 

5 * - AGCCTCCTGGTGC ACTCCT-3 ' 

35 30943 .3trn-probe: ;, „. ... _ 

5 ' -CGACTCCCTGAGCGAGC AG ATTTCC-3 ' 



(SEQ ID NO:545) 
(SEQ ID ; NO:546) 
(SEQ ID!'Np:547) 
(SEQ ID NO:548) 
(SEQ_ID NO:549) 
(SEQ ID NO:550)~~ 
(SEQ ID NO:55i) 
(SEQ ID NO:552) 
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30943. 3trn-3: 



5 * -GCTGGGCAGTC ACG AGTCTT-3 ' 



(SEQ ID NO:553) 



PRQ237 (DNA34353-1428) : 



34353.tm.f: 



5 5 ' - A ATCCTCC ATCTC AG ATCTTCC AG-3 ' 



(SEQ ID NO:554) 



34353.tm.p: 



5 ' -CCTC AGCGGTA AC AGCCGGCC-3 ' 



(SEQ ID NO:555) 



34353. tm.r: 



5 ' -TGGGCC AAGGGCTGC-3 ' 



(SEQ ID NO:556) 



10 



PRQ324 (DNA36343-131Q) : 
36343.tmfl: 

5 ' -TGGTGG ATA ACC AAC A AGATGG-3 ' (SEQ ID NO:557) 

36343. tmpl: 

15 5 • -G AGTCTGC ATCC AC ACC ACTCTT AAAGTTCTC AA-3 ' (SEQ ID NO:558) 
36343. tmrl: 

5 * -C AGGTGCTCTTTTC AGTC ATGTTT-3 ' (SEQ ID NO: 559) 



PRQ351 (DNA40571-1315V 
20 40571.tm.fl: 

5 ' -TGGCC ATTCTC AGGAC A AG AG-3 ' (SEQ ID NO:560) 

40571.tm.pl: 

5 * -C AGTAATGCC ATTTGCCTGCCTGC AT-3 * (SEQ ID NO:561) 

4057l.tm.rl: 

25 5 ' -TGCCTGG AATCAC ATGAC A-3 ' (SEQ ID NO: 562) 

PRQ362 (DNA4541 6-125 H : 
45416.tm.fl: 

5 ' -TGTGGCAC AGACCC A ATCCT-3 ' (SEQ ID NO:563) 

30 45416.tm.pl: 

5-GACCCTGAAGGCCTCCGGCCT-3* (SEQ ID NO:564) 
45416.tm.rl: 

5 '-GAGAGAGGGAAGGCAGCTATGTC-3' (SEQ ID NO:565) 

35 PRQ615 IDNA48304- 1323V 
48304.tm.fl: 

5 , -CAGCCCCTCTCTTTCACCTGT-3 , (SEQ ID NO:566) 
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48304.tm.pl: 

5 ' -CC ATCCTGTGC AGCTG ACAC AC AGC-3 1 
48304. tm.rl: 

5 -GC CAGGCTATGA GGCTCCTT-3' 

5 PRQ531 (DNA483 14-1320) : 

48314.tm.fl: " ■ 

5 -TTCAAGTTCCTGAAGCCGATTAT^' 
48814.tm.pl: 

5 ; -CCAACTTCCCTCCCC AGTGCCCT-3 ' 
10 48814.tm.rl: 

5 * -TTGGGG A AGGTAGA ATTTCCTTGTAT-3 * 

PRQ618 (DNA49152-1324) : 
49152.tm.fl: 
15 SJ-CCCTTCTGCCTCCCAATTCT-S' 
49152.tm.pl: 

5 ' -TCTCCTCCGTCCCCTTCCTCC ACT-3 ' 
49152/trh.rl: 

5 • -TG AGCC ACTGCCTTGC ATT A-3 ' 

20 

PRQ772 (DNA49645- 1 347) : 
49645.tm.f2: 

5 --TCTGGAGAGGGGATGGATAA-3^ - 
49645.tm.p2: 
25 5 ' -CCG AAAATAA AAC ATCGC 
49645. tm.r2: 

5 , -CACGTGGCCTTTCACACTGA-3 , 
49645.tm.fl: 

5 1 -ACTTGTGAC AGC AGTATGCTGTCTT-3 ' 
30 49645vtm.pl:- 

5 ' - AAGCTTCTGTTC AATCCCAGCGGTCC-3 ' 
49645.tm.rl: 

5 \-ATGCAC AGGCTTTTTCTGGTAA-3 ' 

35 PRO703 (DNA50913-1287) : 
50913.tm.fl: 

5 * -GC AGG A A ACCTTCG A ATCTG AG-3 * 
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(SEQ ID NO:567) 
(SEQ ID NO:568) 

(SEQ ID NO: 569) 
(SEQ ID NO:570) 
(SEQ ID NO: 57 1 > - : 

(SEQ ID NO:572) 
(SEQ ID NO:573) 
(SEQ ID NO:574) 

(SEQ ID KO:575) . 
(SEQ ID NO:576) 
(SEQ ID NO:577) 
(SEQ ID NO:578) 
(SEQ ID NO:579) 
(SEQ ID NO:580) 

(SEQ ID NO:581) 



WO 00/53756 
50913.tm.pl: 

5 ' - ACACCTGAGGCACCTGAGAGAGG AACTCT-3 ' 
50913. tm.rl: 

5 ' -G AC AGCCC AGTACACCTGCAA-3 * 

5 PRQ792 (DNA56352-1358) : 
56352.tm.fl: 

5 ' -GACGGCTGGATCTGTGAG A AA-3 ' 
56352.tm.pl: 

5'-CACAACTGCTGACCCCGCCCA-3 1 
10 56352.tm.rl: 

5 ' -CC AGGATACG ACATGCTGC A A-3 ' 

PRQ474 (DNA56045-1380) : 
56045.tm.fl: 

15 5 ' -A AACTCCA ACCTGTATC AGATGC A-3 ' 
56045.tm.pl: 

5'-CCCCCAAGCCCTTAGACTCTAAGCCC-3' 
56045.tm.rl: 

5 *-GACCCGGCACCTTGCTAAC-3 ' 

20 

PRQ274 (DNA39987-1 1 84): 
39987.tm.f: 

5 ' -GGACGGTC AGTC AGGATGAC A-3 1 
39987.tm.p: 

25 5 , -TTCGGCATCATCtCTTCCCTCTCCC-3 * 
39987.tm.r: 

5 ' -AC A AAAA AA AGGG AAC A AA ATACG A-3 ' 

PRQ381 (DNA44194-1317) 
30 44194.tm.f: 

5 ' -CTTTGA ATAGAAGACTTCTGG AC A ATTT-3 ' 
44194. tm.p: 

5 1 -TTGCAACTGGGAATATACC ACGAC ATGAG A-3 ' 
44194.tm.r: 

35 5 ' -TAGGGTGCTA ATTTGTGCTATAACCT-3 1 
44194.tm.f2: 

5 ' -GGCTCTG AGTCTCTGCTTGA-3 • 
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(SEQ ID NO:582) 
(SEQ ID NO:583) 

(SEQ ID NO:584) 
(SEQ ID NO:585) 
(SEQ ID NO:586) 

(SEQ ID NO:587) 
(SEQ ID NO:588) 
(SEQ ID NO:589) 

(SEQ ID NO:590) 
(SEQ ID NO:591) 
(SEQ ID NO:592) 

(SEQ ID NO:593) 
(SEQ ID NO:594) 
(SEQ ID NO:595) 
(SEQ ID NO:596) 



WO 00/53756 



44194.tm.p2: 

5 '-TCCAACAACCATTTTCCTCTGGTCC-3' , tr „ 
44194.tm,2: (SEQ ID NO:597) 
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5--AAGCAGTAGCCATTAACAAGTCA-3' 



(SEQ ID NO:598) 



5 PRQ717 mM ^QQss.n^ . 
50988.tm.f3: 



5 -CAAGCGTCCAGGTTTATTGA-3 ' 

50988.txn.r3: (SEQ ID NO: 599) 

5 -GACTACAAGGCGGTCAGCTA-3* /t ,^ 

10 50988.tm.p3: (SEQ ip. NO:600) 

5'-CCGGCTGGGTCTCACTCCTCC-3' (SEQ ID NO.-601) 

15 5'-CGTTCGTGCAGCGTGTGTA-3' 

30943,m.p3: / (SEQ ID NO:602) \ 

5-CTTCCTCACCACCTGCGACG GG-3': WnmMn£n "V 

30943.tm.r3: (SEQ H) NO:603> ./ , : 

5 '-GGTAGGCGGTGCTATAGATGGTT-3 ' _ m ' Mrt 

20 30943.tm.fl: (SEQ ID NO:604> 

5 -AGATG TGGATGAATG CAGTGCTA-3 ' 

30943.tm.pl: : . (SEQ ID NO: 605) 

5 -ATCAACACCGCCGGCAGTTACTGG-3' (SEO ID NO An&\ 

30943.tm.rl: (SEQ ID NO.-606). 

25 5 -ACAGAGTGTACCGTGTGCAGACA r • 

30943.3tm-5: (SEQ ID NO:607) 

5-AGCCTCCTGGTGCACTCCT-3- 

(SEQ^NO:^, 

^•GCTOaoCACTCACCACrCrr-S. ( SEQ,DN0:«„, 

y Taq DNA polymerase enzyme, and is labeled .with-it reporter fluorescent dye- 
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and a quencher fluorescent dye. Any laser-induced emission from the reporter dye is quenched by the quenching 
dye when the two dyes are located close together as they are on the probe. During the amplification reaction, 
the Taq DNA polymerase enzyme cleaves the probe in a temp late -dependent manner. The resultant probe 
fragments disassociate in solution, and signal from the released reporter dye is free from the quenching effect 
of the second fluorophore. One molecule of reporter dye is liberated for each new molecule synthesized, and 
5 detection of the unquenched reporter dye provides the basis for quantitative interpretation of the data. 

The 5' nuclease procedure is run on a real-time quantitative PCR device such as the ABI Prism 7700TM 
Sequence Detection. The system consists of a thermocycler, laser, charge-coupled device (CCD) camera and 
computer. The system amplifies samples in a 96-well format on a thermocycler. During amplification, 
laser-induced fluorescent signal is collected in real-time through fiberoptics cables for all 96 wells, and detected 

10 at the CCD. The system includes software for running the instrument and for analyzing the data. 

5' Nuclease assay data are initially expressed as Ct, or the threshold cycle. This is defined as the cycle 
at which the reporter signal accumulates above the background level of fluorescence. The ACt values are used 
as quantitative measurement of the relative number of starting copies of a particular target sequence in a nucleic 
acid sample when comparing cancer DNA results to normal human DNA results. 

15 Table 8 describes the stage, T stage and N stage of various primary tumors which were used to screen 

the PRO polypeptide compounds of the invention. 
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Table 8 

Primary Lnng and Col on Tumor Profile 



Primary Tumor Stage ^ QtherStage Dukes Stage T ^ m 
Human luna nimnr Arirnnr* rsu>rr'70A\ rr ti i it a °~ ~ *-z £C " JU »B C 




Human lung tumor AdenoCa (SRCC724) [LT1] 
5 Human lung tumor SqCCa (SRCC725) [LTla] 
Human lung tumor AdenoCa (SRCC726) [LT2] 
Human lung tumor AdenoCa (SRCC727) [LT3] 
Human lung tumor AdenoCa (SRCC728) [LT4] 

Human lung tumor SqCCa (SRCC729) [LT6J us T2 MO 

10 Human lung tumor Aden/SqCCa (SRCC730) [LT7] IA 
Human lung tumor AdenoCa (SRCC73 1 ) [LT9] IB 

Human lung tumor SqCCa (SRCC732) [LT10] IIB 44 
Human lung tumor SqCCa (SRCC733) [LT1 1] IIA T1 

Human : lung tumor AdenoCa ^ CSRCC734) [LT12r ; IV " ™ ^ m 

15 Human lung rumor AdenoSqCCa (SRCC735)[LT13]IB X2 



Tl Nl 

T3 NO 

T2 NO 

Tl N2 

T2 NO 



Tl NO 
T2 NO 



Nl 
Nl 



Human lung tumor SqCCa (SRCC736) [LT15] IB T2 
Human lung tumor SqCCa (SRCC737) [LT16] IB T2 
Human lung tumor SqCCa (SRCC738) fLT17J ~ IIB 



NO 
NO 
NO 

T2 Nl 



Human lung tumor SqCCa (SRCC739) [LT18] IB T2 mo 

20 Human lung tumor SqCCa (SRCC740) [LT19] IB T2 kfn 



Human lung tumor LCCa (SRCC741) [LT21] : : ; IIB- . T3 

Human lung AdenoCa (SRCC811) [LT22] 1 A X1 

Human colon AdenoCa (SRCC742) [CTZ] c ~ M i d 



T2 NO 
NI- 
NO 



I! , ™w* w ^« w ™~vw^, i^i*} Ml D D T4 no 

Human colon AdenoCa (SRCC743) [CT3J B l^TT £n 

25 Human colon AdenoCa (SRCC744) [CT8] B ^ ^ 

Human colon AdenoCa (SRCC745) [CT10] A dT2 no 

Human colon AdenoCa (SRCC746) [CT12J MORI B T3 MO 

Human colon AdenoCa (SRCC74?) [CT14] pM 6, RO B P T3 oNO 

Human colon AdenoCa (SRCC748) [CT15] M l , R2 D T4 N2 

30 Human colon AdenoCa (SRCC749) [CT16J : pMO B pT3 dN0 

Human colon AdenoCa (SRCC750) [CTI 7] C1 ^ 

Human colon AdenoCa (SRCC751) [CTI] MO, Rl B pT3 NO 

Human colon AdenoCa (SRCC752) [CT4] B 1>T3 ™ 

Human colon AdenoCa (SRCC753) [CT5] , G2 CI - pT3 pNO 

35 Human colon AdenoCa (SRCC754) [CT6] pMO, RO B n T 3 pNO 

Human colon AdenoCa (SRCC755) [CT7] GI A nT2 nNO 

Human colon AdenoCa (SRCC756) [CT9] G 3 D nT4 Ihn 

Huinan colon AdenoCa (SRCC757) tCTll] B ^ \Z 

40 Human colon AdenoCa (SRCC758) [CT18] MO, RO B pT3 pNO 

DN A Preparation ■ : - 

DNA was prepared from cultured cell lines, primary tumors, normal human blood. The isolation was 
performed using purification kit, buffer set and protease and all from Quiagen, according to the manufacturer's 
instructions and the description below. 

45 Cell culture lysis: : 

Cells were washed and trypsinized at a concentration of 7.5 x 10 s per tip and pelleted by centrifuging 
at 1000 rpm for 5 minutes at 4*C, followed by washing again with 1/2 volume of PBS recentrifugation. The 
pellets were washed a third time, the suspended cells collected and washed 2x with PBS. The cells were then 
suspended into 10 ml PBS. Buffer CI was equilibrated at 4«C, Qiagen protease #19155 was diluted into 6.25 

50 ml cold ddH 2 0 to a final concentration of 20 mg/ml and equilibrated at 4°C. 10 ml of G2 Buffer was prepared 
by diluting Qiagen RNAse A stock (100 mg/ml) to a final concentration of 200 ^g/ml. 
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Buffer CI (10 ml, 4°C) and ddH20 (40 ml, 4°C) were then added to the 10 ml of cell suspension, mixed 
by inverting and incubated on ice for 10 minutes. The cell nuclei were pelleted by centrifuging in a Beckman 
swinging bucket rotor at 2500 rpm at 4°C for 15 minutes. The supernatant was discarded and the nuclei were 
suspended with a vortex into 2 ml Buffer CI (at 4°C) and 6 ml ddH 2 0, followed by a second 4°C centrifugation 
at 2500 rpm for 15 minutes. The nuclei were then resuspended into the residual buffer using 200 fx\ per tip. 
G2 buffer (10 ml) was added to the suspended nuclei while gentle vortexing was applied. Upon completion of 
buffer addition, vigorous vortexing was applied for 30 seconds. Quiagen protease (200 jul, prepared as indicated 
above) was added and incubated at 50°C for 60 minutes. The incubation and centrifugation was repeated until 
the lysates were clear (e.g., incubating additional 30-60 minutes, pelleting at 3000 x g for 10 min., 4°C). 
Solid human tumor sample preparation and lysis: 

Tumor samples were weighed and placed into 50 ml conical rubes and held on ice. Processing was 
limited to no more than 250 mg tissue per preparation (1 tip/preparation). The protease solution was freshly 
prepared by diluting into 6.25 ml cold ddH 2 0 to a final concentration of 20 mg/ml and stored at 4°C. G2 buffer 
(20 ml) was prepared by diluting DNAse A to a final concentration of 200 mg/ml (from 100 mg/ml stock). The , 
tumor tissue was homogenated in 19 ml G2 buffer for 60 seconds using the large tip of the polytron in a laminar- 
15 flow TC hood in order to avoid inhalation of aerosols, and held at room temperature. Between samples, the 
polytron was cleaned by spinning at 2 x 30 seconds each in 2L ddH 2 0, followed by G2 buffer (50 ml). If tissue 
was still present on the generator tip, the apparatus was disassembled and cleaned. 

Quiagen protease (prepared as indicated above, 1.0 ml) was added, followed by vortexing and 
incubation at 50°C for 3 hours. The incubation and centrifugation was repeated until the lysates were clear (e.g. , 
20 incubating additional 30-60 minutes, pelleting at 3000 x g for 10 min., 4°C). 
Human blood preparation and lysis: 

Blood was drawn from healthy volunteers using standard infectious agent protocols and citrated into 10 
ml samples per tip. Quiagen protease was freshly prepared by dilution into 6.25 ml cold ddH 2 0 to a final 
concentration of 20 mg/ml and stored at 4°C. G2 buffer was prepared by diluting RNAse A to a final 

25 concentration of 200 ^g/ml from 100 mg/ml stock. The blood (10 ml) was placed into a 50 ml conical tube and 
10 ml CI buffer and 30 ml ddH 2 0 (both previously equilibrated to 4°C) were added, and the components mixed 
by inverting and held on ice for 10 minutes. The nuclei were pelleted with a Beckman swinging bucket rotor 
at 2500 rpm, 4°C for 15 minutes and the supernatant discarded. With a vortex, the nuclei were suspended into 
2 ml CI buffer (4°C) and 6 ml ddH 2 0 (4°C). Vortexing was repeated until the pellet was white. The nuclei 

30 were then suspended into the residual buffer using a 200 }A tip. G2 buffer (10 ml) were added to the suspended 
nuclei while gently vortexing, followed by vigorous vortexing for 30 seconds. Quiagen protease was added (200 
Atl) and incubated at 50°C for 60 minutes. The incubation and centrifugation was repeated until the lysates were 
clear (e.g., incubating additional 30-60 minutes, pelleting at 3000 x g for 10 min., 4°C). 
Purification of cleared lysates: 

35 (1) Isolation of genomic DNA : 

Genomic DNA was equilibrated ( 1 sample per maxi tip preparation) with 1 0 ml QBT buffer. QF elution 
buffer was equilibrated at 50°C. The samples were vortexed for 30 seconds, then loaded onto equilibrated tips 
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and drained by gravity. The tips were washed with 2 x 15 ml QC buffer. The DNA was eluted into 30 ml 
silanized, autoclaved 30 ml Corex tubes with 15 ml QF buffer (50°C). Isopropanol (10.5 ml) was added to each 
sample, the tubes covered with parafin and mixed by repeated inversion until the DNA precipitated. Samples 
were pelleted by centrifugation in the SS-34 rotor at 15,000 rpm for 10 minutes at 4°C. The pellet location was 
marked, the supernatant discarded, and 10 ml 70% ethanol (4°C) was added. Samples were pelleted again by 
5 centrifugation on the SS-34 rotor at 10,000 rpm for 10 minutes at 4°C. The pellet location was marked and the 
supernatant discarded. The tubes were then placed on their side in a drying rack and dried 10 minutes at 37°C, 
taking care not to dverdry the samples. - 

After drying, the pellets were dissolved intd 1.0 ml TE (pH 8.5) and placed at 50°C for 1-2 hours. 
Samples were held overnight at 4°C as dissolution continued. The DNA solution was then transferred to 1 .5 ml 
10 tubes with a 26 gaugeneedle on a tuberculin syringe, The transfer was repeated 5x in order to shear the DNA. 
Samples were then placed at 50^0 for 1-2 hours. " 

(2) ' Quantitatton' of genomic DNA ai*^ 

The DNA levels in each tube-were quantified by standard A,*,. A,,,, spectrophotometry on a 1:20, 
dilution (5 n\ DNA + 95 & <JdH 2 0) using the 0,1 ml quartz cuvetts inthe Beckman DU640 spectrophotometer. 
15 Ai^A^ ratios were in the range of 1 .8-1.9. Each DNA samples was then diluted further to approximately 200 
ng/ml in TE (pH 8:5). If the original material was highly concentrated (about 700 ng/^1), me material was 
placed at 50°C for several hours until resuspended. 

" Pluorometric DNA quantitation was then performed on the diluted material (20-600 ng/ml) using the 
manufacturer's guidelines as modified below: This was accomplished by-allowing a Hoeffer DyNAQuant 200 
20 fluorometer to warm-up for about 15 minutes. The Hoechst dye working solution (#H33258, 10 -0, prepared, 
within 12 hours of Use) was "diluted into 100 ml 1 x TNE buffer. A 2 ml cuvette was filled with the fluorometer 
solution, placed into the machine; and me machine was zeroedv: pGEM 3Zf(+) (2 >l, lot #360851026) was 
added to 2 ml of fluorometer solution and calibrated at 200 units. An additional 2 (A of pGEM 3Zf(+) DNA 
was then tested and the reading confirmed at 400 +/- 10 units . Each sample was then read at least in triplicate. 
25 When 3-samples were found to be within 10% of each other, their average was taken and this value was used 
as the quantification value. u : . . . ,~. - 

The fluorometricly determined concentration was then used to dilute each sample to 10 ng/^1 in ddH 2 0. 
This was done simultaneously on all template samples for a single TaqMan plate assay, and with enough material 
to run 500-1000 assays. The samples were tested in triplicate with Taqman™ primers and probe both B-actin 
30 and GAPDH on a single-plate- with normal human DNA and no-template controls. The diluted samples were 
used provided that the CT value of normal human DNA subtracted from test DNA was +/- 1 Ct. The diluted, 
lot-qualified genomic DNA was stored in 1 .0 ml aliquots at -80°C; Aliquots which were subsequently to be used 
in the gene amplification assay were stored at 4°C. Each 1 ml aliquot is enough for 8-9 plates or 64 tests. 
Gene amplification assay: 

35 The PRO polypeptide compounds of the invention were screened in the following primary rumors and 

the resulting ACt values greater than or equal to 1:0 are reported in Table 9 below. 
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Summary 



Because amplification of the various DNA's as descrihi»H aKr.™ „ 

as aescnb ed above occurs in various tumors, it is likely 

associated with tumor formation and/or growth As a result , 

or growtn. As a result, antagonists (e.g., antibodies) directed against these 

polypeptides would be expected to be useful in cancer therapy. 

5 EXAMPLR 115 : Induction of c-fos in FnrtnthM jai Cells f a... y ^ 

This .ssay is designed to determine whether PRO polypeptides show the ability to induce c-fos in 
endothelial cells. PRO polypeptides testing positive in this assay would be expected to be useful for the 
therapeutic treatment of conditions or d^ 

wound healing, and the .ike (as would agonists of these PRO ^ypeptides).: Antagonists of the PRO 
polypeptides testing positive in this, assay would be expected to * use*, for the therapeutic treatment of 
cancerous tumors. 

p| , , v -ous umbilical vein endothelial cells (HUVEC r Ceil Systems> in growth media (50* Ham's 

ior^ :iow8,ucos -'^ 

15 if If^^^^^^ 

day after plating, the cells were starved by removing, me growth media and tre^ting.the cells with 100,1/well 

ffiPEV140mMNaC,,4%(w/v)n^^ 

T^ e s ^Pl es were removed, and the first part of the bDNA kit protocol (ChironrDiagnosticsvcat. #6005 

Briefly, the amounts of the TM Lysis Buffer and Probes needed for the tests were calculated based on 
information provided by me manufacturer. The appropriate amounts of thawed Probes were added to the TM 

Lysis Buffe, The Capture Hybridization Buffer was warmed to room temperature. The bDNA strips were set 
upmthemeta^^^^ 

and *e media was gently removed using the vacuum manifold, ,00 *1 of Lysis Hybridization Buffer with 
Probes were ^ Pipet^. into each well of 

15 minutes. Upon removal from the incubator, the plates were placed on the vortex mixer with the microtiter 
adapter head and vonexed on the « setting for one minute. 80 „1 of the lysate was removedand added to the 
bDNA wells containing the Capture Hybridization Buffer, and pipetted up and down to mix. The plates were 
30 incubated at 53°C for at least 16 hours. 

Onthenextday.mesecondpanofmebDNAldtpro^ Specifically, the plates were 

removedfromthemcubatorandplacedonthebench^^ for 10 minute, The volumes of additions needed 
were calculated based upon information provided by the manufacturer.. An Amplifier Working Solution was 
P-P^bymakm g al:100dUu,ionofmeAm P lifierConcentrate(2O^ Tne 
*> hybndazanonnuxntrewasremovedfrommeplatesandwashed^^ SO^lof Amplifier Working 

Sohmon was added to each well and the wells were incubated at 53»C for 30 minutes. The plates were then 
removed from the incubator and allowed to cool for 10 minutes. The Label Probe Working Solution was 
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prepared by making a 1:100 dilution of Label Concentrate (40 pmoles/^1) in AL Hybridization Buffer. After 
the 10-minute cool-down period, the amplifier hybridization mixture was removed and the plates were washed 
twice with Wash A. 50 M I of Label Probe Working Solution was added to each well and the wells were 
incubated at 53 °C for 15 minutes. After cooling for 10 minutes, the Substrate was warmed to room temperature. 
Upon addition of 3 u\ of Substrate Enhancer to each ml of Substrate needed for the assay, the plates were 
5 allowed to cool for 10 minutes, the label hybridization mixture was removed, and the plates were washed twice 
with Wash A and three times with Wash D. 50 ^\ of the Substrate Solution with Enhancer was added to each 
well. The plates were incubated for 30 minutes at 37°C and RLU was read in an appropriate luminometer. 

The replicates were averaged and the coefficient of variation was determined. The measure of activity 
of the fold increase over the negative control (Protein 32/HEPES buffer described above) value was indicated 
10 by chemiluminescence units (RLU). The results are considered positive if the PRO polypeptide exhibits at least 
a two-fold value over the negative buffer control. Negative control = 1 .00 RLU at 1 .00% dilution. Positive 
control = 8.39 RLU at 1.00% dilution. 



The following PRO polypeptides tested positive in this assay: PR0938, PRO200, PR0865, PR0788 
andPRO1013. 



15 



EXAMPLE 116: Proliferati on of Rat Utricular Supporting Cells (Assay 54) 

This assay shows that certain polypeptides of the invention act as potent mitogens for inner ear 
supporting cells which are auditory hair cell progenitors and, therefore, are useful for inducing the regeneration 
of auditory hair cells and treating hearing loss in mammals. The assay is performed as follows. Rat UEC-4 

20 utricular epithelial cells are aliquoted into 96 well plates with a density of 3000 cells/well in 200 fi\ of serum- 
containing medium at 33°C. The cells are cultured overnight and are then switched to serum-free medium at 
37°C. Various dilutions of PRO polypeptides (or nothing for a control) are then added to the cultures and the 
cells are incubated for 24 hours. After the 24 hour incubation, 3 H-thymidine (1 ^Ci/well) is added and the cells 
are then cultured for an additional 24 hours. The cultures are then washed to remove unincorporated radiolabel, 

25 the cells harvested and Cpm per well determined. Cpm of at least 30 % or greater in the PRO polypeptide treated 
cultures as compared to the control cultures is considered a positive in the assay. 

The following polypeptide tested positive in this assay: PR0337, PR0363 and PRO1012. 

EXAMPLE 117: Detection of PRO Poly peptides That Affect Glucose or FFA Uptake bv Primary Rat 
30 Adipocytes (Assay 94^ 

This assay is designed to determine whether PRO polypeptides show the ability to affect glucose or FFA 
uptake by adipocyte cells. PRO polypeptides testing positive in this assay would be expected to be useful for 
the therapeutic treatment of disorders where either the stimulation or inhibition of glucose uptake by adipocytes 
would be beneficial including, for example, obesity, diabetes or hyper- or hypo-insulinemia. 
35 In a 96 well format, PRO polypeptides to be assayed are added to primary rat adipocytes, and allowed 

to incubate overnight. Samples are taken at 4 and 16 hours and assayed for glycerol, glucose and FFA uptake. 
After the 16 hour incubation, insulin is added to the media and allowed to incubate for 4 hours. At this time, a 
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sample is taken and glycerol, glucose and FFA uptake is measured. Media containing insulin without the PRO 
polypeptide is used as a positive reference control. As the PRO polypeptide being tested may either stimulate 
or inhibit glucose and FFA uptake, results are scored as positive in the assay if greater than 1 .5 times or less 
than 0.5 times the insulin control. 

The following PRO polypeptides tested positive as stimulators of glucose and/or FFA uptake in this 
5 assay: PR0181, PRO200, PRQ337, PRQ362, PR0363, PR0731, PR0534, PROH14 and PRO 1075. 

The following PRO polypeptides tested positive as inhibitors of glucose and/or FFA uptake in this 
assay: PR0195, PR0322; PR0862, PRO868, PR0865 and PR0162, 

EXAMPLE 118 : PetectjonrQf Polypeptides That Affect Glu cose and/or FFA Uptake in Skeletal Muscle f Assay 
10 106V , . - : ;.: r;. c ....... , ; ,,, ; , : , c ,,, :; , , ... .... : . 

: : This assay is designed to determine whether ; PRO polypeptides show the ability to affect glucose or FFA 
uptake by skeletal muscle cells.: PRO polypeptides testing positive in this assay would be expected, to be useful 
for : the therapeutictreatmeotpf disorder where 

muscle would be beneficial including, for ej^mple,; diabetes or hyper- or hypo-insulinemia, :: 
15 In a 96 well formal PRQ polypeptides: to>b^ assayedare added to primary rat differentiated skeletal 

muscle; -and allowedto incubate overaighr^ Then fresh media with the PRO polypeptide and +/- insulin are 
added to the wells. The samp^ media is then monitored to ^termine glucose and FFA uptake by the skeletal 
muscle cells.; The insulin will stimulate glucose and- FFA uptafceby the skeletal muscle, and insulin in media 
without the PRO polypeptides ii^ the PRO polypeptide being 

tested may either stimulate or inhibit, glucose and FFA uptake,- r^ positive in the assay if 

greater than 1.5 times or less than 0.5 times the insulin wntrok- 

The following PRO polypeptides tested positive as either stimulatorrs or inhibitors of glucose and/or 
FFA uptake in this assay? PROl 81; PRO200, PRO1083, PRO865 i PRO 162, PRO 1008 and PRO 1330. 

25 EXAMPLE 119: Stimulation of Heart Neonatal Hypertrophy ( Assay 1) 

~ x This assay is designed tomeasure ^ ability of PRO polypeptides to stimulate hypertrophy of neonatal 
heart. PRO polypeptides testing positive in this assay are expected to be useful for the therapeutic treatment of 
various cardiac insufficiency disorders. : - 

Cardiac myocytes from 1 -day old Harlan Sprague Dawley rats were obtained. Cells (180 /xl at 7.5 x 
30 .lQVml, serum <0.1%, freshly isolated) are added on day 1 to 96-well plates previously coated with DMEM/F12 
: + 4% FCS. Test samples containing the test PRO polypeptide or growth medium only (negative control) (20 
Ml/well) are added directly to the wells on day Y. PGF (20>l/well) is then added on day 2 at final concentration 
of 10* M. The cells are then stained on day 4 and visually scored on day 5, wherein ceils showing no increase 
in size as compared to negative controls are scored 0.0, cells showing a small to moderate increase in size as 
35 compared to negative controls are scored 1 .0 and cells showing a large increase in size as compared to negative 
controls are scored 2.0- A positive result in the assay is a score of 1.0 or greater. 

The following polypeptides tested positive in this assay: PR0195, PRO200, PR0526 and PR0792. 
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EXAMPLE 120: Enhancement of Heart Neonatal H ypertrophy Induced bv F2a (Assay 37^ 

This assay is designed to measure the ability of PRO polypeptides to stimulate hypertrophy of neonatal 
heart. PRO polypeptides testing positive in this assay are expected to be useful for the therapeutic treatment of 
various cardiac insufficiency disorders. 

Cardiac myocytes from 1-day old Harlan Sprague Dawley rats were obtained. Cells (180 (A at 7.5 x 
5 10 4 /ml, serum < 0. 1 % , freshly isolated) are added on day 1 to 96-weIl plates previously coated with DMEM/F12 
+ 4% FCS. Test samples containing the test PRO polypeptide (20 ^I/well) are added directly to the wells on 
day 1. PGF (20 ^1/well) is then added on day 2 at a final concentration of 10* M. The cells are then stained 
on day 4 and visually scored on day 5. Visual scores are based on cell size, wherein cells showing no increase 
in size as compared to negative controls are scored 0.0, cells showing a small to moderate increase in size as 
10 compared to negative controls are scored 1 .0 and cells showing a large increase in size as compared to negative 
controls are scored 2.0. A score of 1 .0 or greater is considered positive. 

No PBS is included, since calcium concentration is critical for assay response. Plates are coated with 
DMEM/F12 plus 4% FCS (200 Ml/well). Assay media included: DMEM/F12 (with 2.44 gm bicarbonate), 10 
^g/ml transferrin, 1 ^g/ml insulin, 1 /^g/ml aprotinin, 2 mmoI/L glutamine, 100 U/ml penicillin G, 100 ^g/ml 
15 streptomycin. Protein buffer containing mannitol (4%) gave a positive signal (score 3.5) at 1/10 (0.4%) and 
1/100 (0.04%), but not at 1/1000 (0.004%). Therefore the test sample buffer containing mannitol is not run. 
The following PRO polypeptides tested positive in this assay: PR0195. 

EXAMPLE 121: Guinea Pig Vascular Leak (Assays 32 and 5 n 

20 This assay is designed to determine whether PRO polypeptides of the present invention show the ability 

to induce vascular permeability. Polypeptides testing positive in this assay are expected to be useful for the 
therapeutic treatment of conditions which would benefit from enhanced vascular permeability including, for 
example, conditions which may benefit from enhanced local immune system cell infiltration. 

Hairless guinea pigs weighing 350 grams or more were anesthetized with Ketamine (75-80 mg/kg) and 

25 5 mg/kg Xylazine intramuscularly. Test samples containing the PRO polypeptide or a physiological buffer 
without the test polypeptide are injected into skin on the back of the test animals with 100 fA per injection site 
intradermally. There were approximately 16-24 injection sites per animal. One ml of Evans blue dye (1 % in 
PBS) is then injected intracardially. Skin vascular permeability responses to the compounds (i.e. , blemishes at 
the injection sites of injection) are visually scored by measuring the diameter (in mm) of blue-colored leaks from 

30 the site of injection at 1 and 6 hours post administration of the test materials. The mm diameter of blueness at 
the site of injection is observed and recorded as well as the severity of the vascular leakage. Blemishes of at least 
5 mm in diameter are considered positive for the assay when testing purified proteins, being indicative of the 
ability to induce vascular leakage or permeability. A response greater than 7 mm diameter is considered positive 
for conditioned media samples. Human VEGF at 0.1>fg/100 pil is used as a positive control, inducing a 

35 response of 15-23 mm diameter. 

The following PRO polypeptides tested positive in this assay: PRO200. 
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EXAMPLE 122: Skin Vascular Permeability Assay (Assay 64) 

This assay shows that certain polypeptides of the invention stimulate an immune response and induce 
inflammation by inducing mononuclear cell, eosinophil and PMN infiltration at the site of injection of the animal. 
Compounds which stimulate an immune response are useful therapeutically where stimulation of an immune 
response is beneficial. This skin vascular permeability assay is conducted as follows. Hairless guinea pigs 
weighing 350 grams or more are anesthetized with ketamine (75-80 mg/Kg) and 5 mg/Kg xylazine 
intramuscularly (IM). A sample of purified polypeptide of the invention or a conditioned media test sample is 
injected intradermally onto the backs of the test animals with 100 M l per. injection site. It is possible to have 
about 10-30, preferably about 16-24, injection sites per animal.: One ^1 of Evans blue dye (1 % in physiologic 
buffered saline) is injected intracardially. ; Blemishes at the injection sites, are then measured (mm diameter) at 
6hr post injection. Animals were sacrificed at 6 hrsafter injection. Each skin injection site is biopsied 
and fixed in formalin. The skinsare then prepared for histopathologic evaluation. Each site is evaluated for 
inflammatory cell infiltration into theskin.. Sites with visible inflammatory cell inflammation- are scored as 
P?^ye- >flammatqry cells may be neutrophnic. eosmophilic^monocytic or lymphocytic- At least a minimal. 
W$Wr?« Infiltrate a; me injectiqn site is scored, as ppsitye. ao. infiltrate at the site of injection is scored as 
15 negative.., ... 

The following polypeptide tested positive in this, assay: PRO200; PRQ362 and PRQ1031 : 
EXAMPLE 123 : Induction of C-fos in Corrira l Neurons (A^ *y tny 

show the ability to induce c-fos in 

cortical neurons,. PRO polypeptides testing positive .in this assay would be: expected -to be useful for the 
therapeutic treatment of nervous.system disorders and mjuries. where neuronal proliferation would be beneficial. 

.Cortical neurons are dissociated and plated ^^mgrowm medium arlO.OOO cells per weU in 96 well platen. 
After aproximateiy 2 cellular divisions, the cells are treated for 30 minutes with the PRO polypeptide or nothing 
(negative control). The cells are then fixed for 5 minutes with cold methanol and stained with an antibody 
a « ain ^° s P hor ylated CREB, inRNA levels are thencalculated using chemihrainescence. A positive 
in the assay is any factor that results iaat least a 2-fold increase in c-fos message as compared to the negative 
controls. ,. : , „ ._ 

foUowing PRO polypeptides tested positive in this assay: PRO200. 

30, EXAMPLE 124 : Mouse Kidney Mesa™*! rvif ProijferaHnn Assa v (Assay 921 

This assay shows that certain polypeptides of the invention act to induce proliferation of mammalian 
kidney mesangial cells and, therefore, are useful for treating kidney disorders associated with decreased 
mesangial cell function such as Berger disease or other nephropathies associated . with Schonlein-Henoch purpura, 
celiac disease, dermatitis herpetiformis or Crohn disease. The assay is performed as follows. On day one, 

35 mouse kidney mesangial cells are plated on a 96 well plate in growth media (3: 1 mixture of Dulbecco's modified 
Eagle's medium and Ham's F12 medium, 95% fetal bovine serum, S% supplemented with 14 mM HEPES) and 
grown overnight. On day 2, PRO polypeptides are diluted at 2 concentrations(l % and 0.1 %) in serum-free 



20 
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medium and added to the cells. Control samples are serum-free medium alone. On day 4, 20^1 of the Cell Titer 
96 Aqueous one solution reagent (Progema) was added to each well and the colormetric reaction was allowed 
to proceed for 2 hours. The absorbance (OD) is then measured at 490 nm. A positive in the assay is anything 
that gives an absorbance reading which is at least 15% above the control reading. 

The following polypeptide tested positive in this assay: PRO200, PR0363 , PR073 1 , PR0534, PRO866 
5 and PRO 1031. 

EXAMPLE 125 : Pericyte c-Fos Induction (Assay 93V ~ 

This assay shows that certain polypeptides of the invention act to induce; the expression of c-fos in 
pericyte cells and, therefore, are useful not only as diagnostic markers for particular types of pericyte-associated 

10 L rumors but also for gtving-rise to antagonists which would be expected to be useful for the therapeutic treatment 
of pericyte-associated tumors. Specifically;; on day lrpericytes are: received from VEC Technologies and all 
bur 5 ml of media is removed from ftaskr= On day 2; theperieytes are trypsinized, washed, spun and then plated 
^nto 96 well piatesu Onrdayt 7,> the media removed and. the pericytes are: treated with; lOa^l of PRO 
polypeptideuest samples and controls (positivaicontroi « DME+5% serum +/- PDGF at 500 ng/ml; negative 

15 control s r^ein 32^ Fpldincrease overProtein 32 
(buffer control); value indicated by ciiemilumirujscence units (JttJU) Aunwrometer reading verses frequency is 
plotted on a histogram. Two^Md aboveiRroteini 32. value is comider^d positive for the assay. AS Y Matrix: 
Growth :media —low glucose DMEM ^ 2Q%lFBSe^ IX pen str^ IX.fungizone,. Assay Media = low 
glucose DMEM +5%FBS-;c :,-r- --cu::v ^h-^m ->_• rjr,.;;:,, iiy: or .«« - -v.- . 

20 - * : : . -The following polypeptides tested positive in this assay :; PRO200. 

EXAMPLE"126: Chondrocyte R^iifferentiation Ass ay (Assay MQV „ 

. ) - v. Thisi assay shows that certain polypeptides of the .invention act to : ^uce redifferentiation of 
chondrocytes; therefore, are expected to be useful for the treatment of various bone and/or cartilage disorders 

25 such as; for example, sports injuries : and arthritis; The assay is performed as follows. Porcine chondrocytes 
are isolated by overnight collagenase digestion of articulary cartilage of metacarpophalangeal joints of 4-6 month 
old female pigs. The isolated cells are then seeded at 25,000 cells/cm 2 in Ham F-12 containing 10% FBS and 
_^4 ^g/rhl ^eritarrryciri, r Thet culture media i s changed every third day and the cells are then seeded in 96 well 
plates at 5,000 cells/welt in; 100^1 of the same media without serum and 100 fd of the test PRO polypeptide, 5 

30 nM staurosporin (positive control) or medium alone (negative control) is added to give a final volume of 200 
Ml/well. After 5 days of incubation at 37°C; a picture of each well is taken and the differentiation state of the 
chondrocytes is determined;: A positive result in the assay occurs when the redifferentiation of the chondrocytes 
is determined ta be more similar to the rx>sitive control than the negative control. 

: The following polypeptide testedrxisitive in this assay: PRO200 r PRO285, PR : 0337,PR05^ 

35 PR0363, PR0531, PRO1083, PR0862, PR0733, PRO1017, PRQ792, PR078&, PRO1008, PRO1075, PR0725 
andPRO1031. 
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Smm£J21: Fetal Hm.WM.in Mnnjon in nn Ervihrohlagri<- r. n Line , A ,.,„ , n7 , 
This assay is usefuI for screaiin8 PR0 for ^ m ^ 

^ '~' iC ,b "' — e ta ,1,1s assay are 

a, ,000 ce„s,we„ in a N well ro™, PRO po,ypep, ld es are added „ the 8rowUl * 

treated with inn « •. • days at 37 C: As a posiuve comrol, ceils are 

treated w.th ,00„M hen™ Md as a „ 8 a Iiv , ^ ^ „ 

globm level al least 2-fold above the nejative control. 

H^'^Ttjjr^ ! "" d ««87. -K0381. PR03o2. PR0724. 

PR0866, PROH14, PR0725 and PRO 1071. 



20 



£XAMPLEJ28: Induction of Pancreatic B-CM1 Pr^^o^^ ,, , A _ y 
panc reati r^ 

ZZT 7 T or ^ are usefW for treating various — in 

PCR) T PreC . UrS ° rS ° r matUre P Ce " S ' MarkCr CXpreSSion is measu red by real time quantitative PCR (RTQ- 
PCR); wherem the marker being evaluated is a transcription factor called Pdxl 

cona ^^™'^^ E "^<CD1 mice), T*e pancreata are then digested with 

Manuhem,, ,10971 13). The digestion is then neutralized with an equal vo.ume of 5% BSA and the ceUs Z 
whence wiU 1 RPMri 6 40. A tda y l,thece I ls are ^ ^ ^ e ^^J^ 

25 .7 T ^ PBS ' #124317 >- CC » S *- ta from 12 embryos ar 

~7^^^ te ~^~ hM ™* — ^emediaisri: 

by rea^a ^ ^ mC<iia ' S remove< ' **NA prepared from the cells and marker expression analyzed 

by.a.tnnequa^^ 

of the relevant P-cell marker as compared to untreated controls. 
30 14F/1640isRPMI1640(Gibco)plusthefoUowing: 
group A 1:1000 
group B 1:1000 

recombinant human insulin 10 |tg/ml 



^ Aprotinin (50 M g/ml) 1:2000 (Boehringer manheim #981532) 



Bovine pituitary extract (BPE) 60/ig/ml 
Gentamycin 100 ng/ml 
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Group A : (in 10ml PBS) 

Transferrin, lOOmg (Sigma T2252) 

Epidermal Growth Factor, 100/*g (BRL 100004) 

Triiodothyronine, iO/xl of 5x10* M (Sigma T5516) 

Ethanolamine, 100^1 of 10 1 M (Sigma E0135) 
5 Phosphoethalamine, 100/d of •lO'.M (Sigma P0503) 

Selenium, 4/d of 10" 1 M (Aesar. #12574) :-,».; ? -.■ 
Group C : (in 10ml 100% ethanol) > , ....... 

Hydrocortisone;: 2/il of 5X10' 3 M (Sigma #H0135)- : 

Progesterone, lOOfilof iXlO^M (Sigim #P6149) t - ■:; 
10 FoKkolmwSGaM^ 
Miium^niedia^/-i;^c^> J i 

RPMI 1640 plus tratisfeiTin^ aprotinin (50 ^g/ml) 

and BPE (15 /ig/ml);? ■] -* : . — ' v- ; ;^ :4! . r ol~-s A ^ -d 
Defined media: : 

15 RPMI 1640 plus tt^ferrin (10 Mg/ml), insulin (1 jig/ml), gentamycin (100 ng/ml) and aprotinin (50 

ftg/ml). rj. .•; r nAi • : r; rr , ■ f: 

The following polypeptides tested positive in this assay: PR0237 and PR0731. 

EXAMPLE 129:. Stimulatory Activity in Mixed Lymphocyte Reaction (MLR) Assay (Assay 24> 

20 This example shows that certain polypeptides of the invention are active as a stimulator of the 
proliferation of stimulated T-ryrnphocytesi Compounds which stimulate proliferation of lymphocytes are useful 
therapeutically where enhancement of an immune response is beneficial. A therapeuticagent may take the form 
of antagonists of the polypeptide :of the invention, for example, murine-human chimeric, humanized or human 
antibodies against the polypeptide^;.^. -.-j ; ^ : = — *; ^ ., 

25 _ - - The basic protocol: for this assay is described in Current Protocols in Immunology, unit 3.12; edited 
by J E Coligao, A M Kruisheek, D H Marglies, E M Shevacby W Strobe^ National Insitutes of Health, 
Published. by John Wiley & Sons. Inc.. 

More specifically, in one assay variant, peripheral blood mononuclear cells (PBMQ are isolated from 
mammalian: individuals; for example a human volunteer* by leukopheresis (one donor will supply stimulator 

30 PBMCs, the other donor will supply responder PBMGs). If desired, the cells are frozen in fetal bovine serum 
and DMSO after isolation. Frozen cells may be thawed overnight in assay media (37°C, 5 % C0 2 ) and then 
washed and resuspended to 3x10 s cells/ml of assay media (RPMI; 10% fetal bovine serum, 1% 
pemciljin/streptqmycin, 1% glutamine, 1% HEPES, 1% non-essential amino acids, 1% pyruvate). The 
stimulator PBMCs are prepared by irradiating the cells (about 3000 Rads). 

35 Hie assay is prepared by plating in triplicate wells a mixture of:— 

100:1 of test sample diluted to 1% or to 0.i% , • > 
50 :1 of irradiated stimulator cells, and: 
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50 :1 of responder PBMC cells. 

100 microliters of cell culture media or 100 microliter of rm w • ^ . 

. , microliter or CD4-IgG is used as the control. The wells are then 

Amersham). After 6 hours ,h= ce„s are washed 3 rimes and rhe „p ttte of ,he iabe, is evaiuared 

in anorhcr varian, ofrhis assay. PBMCs are isoiared from the spieensof Ba,b/c mice and C57B6 miee 

zrr f,om fresuy harves,ed spiecns ^ ^ '~ - — • I» 

" ~ i% " epes ' ,% — — — ■« ~ - - 

1X10 cells/ml of assay media. The assay is to conduced as described above 
^•-^^"v^^corcide^^ 

p^S™'^^^*-** — . 



proiifeJ^TT* 0 ™^ 0 ™" 0 ^^ 

prohferar.on of — — 1 T-iy^hocyres. Compounds which u*i bi . proHfer,,™ of i^phccyres are oscfta 
•herapeurrcally where suppression of an tamme response is beneficial J"*™ useful 

20 by J E «£* "TmT f< " " b ' d ~* - ^ P " ,MC6 ' S ta - »■«* — 

X ^, ° " ' " ^ W ^ *— - 

Published by John Wiley & Sons, Inc. 

»~ ~ T mptea hm,an v<ter - by "—-*"» *- - — 

wl d , ^ " — *" " ^ — ««• »«J- » 

~- - - *.» ce,,^ of assay media <RPMI; ,0* M bovine serum, „ 

penicillin/streptomycin, 1% glutamine 1% HFPF<: i <7 • . . 

S me ' l% HEPES > 1% non-essential amino acids, 1% pyruvate) The 
simulator PBMCs are prepared by irradiating the cells (about 3000 Rads). 
The assay is prepared by plating in triplicate wells a mixture of: 
0 100:1 of te st sample diluted to 1 % or to 0.1 %, 

50 :1 of irradiated stimulator cells, and 
50 :I of responder PBMC cells. 
100 nucroHters of eel, culture media or ,00 microUter of CD4-, g G is used as the contro,. The we„s are then 
incubated at 37'C, 5% G0 2 for 4 days. On day 5, each we,l is pu,sed with treated thymidine (,.0 mOwell- 
Amersham). 

In another variant of this assay, PBMCs are isolated from the sp^ns of Ba,b/c mice and C57B6 mice 
The cel , s are teased from freshly harvested spleens in assay media (RPMI; 10% feta, bovine serum, 1% 
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penicillin/streptomycin, 1% glutamine, 1% HEPES, 1% non-essential amino acids, 1% pyruvate) and the 
PBMCs are isolated by overlaying these cells over Lympholyte M (Organon Teknika), centrifuging at 2000 
rpm for 20 minutes, collecting and washing the mononuclear cell layer in assay media and resuspending the cells 
to lxlO 7 cells/ml of assay media. The assay is then conducted as described above. 

Any decreases below control is considered to be a positive result for an inhibitory compound, with 
5 decreases of less than or equal to 80% being preferred.:- However, -any value less than control indicates an 
inhibitory effect- for. the test, protein; : 

™? fojtawing polypeptide tested positive inthis assay:PR0273, PR0526, PR0381 , PRO701 , PR0363 , 
PRG531, PRO1083; PR0865, PR0788 and PROll 14. 

10 EXAMPLE 131 : Fibroblast (BHK-211 Proliferation tAs**v Q«Y u,,-^::- : 

; : This;.a^y; shows, that .certain; PRC* polypepjade&oLJthetinverit^ proliferation of 

mammalian fibroblast cells in culture and^therefoxe^ftinctmn factors in mammalian systems; 

The assay, is perforrneclas. IbJtews. JJHKf2 1 fibroblast Gells ( platedinstandard growthmedium at 250Q cells/well 
in.a to^yolume of 100 jd,, The PRO polypeptide^ ^ 
15 then addedrtp,dift >yeUs in the p*e§eroe of < l#g/ratQfifaepa^ 

then incutated : at37°C for^6 to 7 days^ After incubatwavthe media is removed, the cells: are washed with PBS 
and then an acid phosphatase substrate ruction nromrei(100^/weH)iitt incubated at 

37°C for 2 hours, ia 10 fil per well af IN NaOH islhen added to stop>*he acid phosphatase reaction. . The plates: 
are th<» read atrQP ^ assay is acid phosphatase activity which is at least 50% above the 

20 negative control. 

Th$ following ^ FR^Iwlypg>tide tested positive in this assay: PR0273 and PR073 1 . 



EXAMPLE 132: Induction of-EndotheHflj CellrAoopto sis (ELISAVrAssa^H)9> :™. 5 : 

The ability of PRQ wiypep^d^ 4» induce ,^^t^k iiHendQthelial:celfe was tested! in human venous 

25 umbilical - vein endothelial cells, (HUVEC Gell Systems) using: a \ 96^welL fbrmatv in OS serum media 
supplerrtent^cl with -lOQ.ng/rni VEGFi 0. 1 %,BSA; IX penn/strep. Ai positive result in this assay indicates the 
usefulness of the.^ any of a variety, otcondkions associated-wkh undesired 

endothelial cell growth including^for exan^le, the inhibition of rumor growth; The 96^well plates used.were 
manufactured by Falcon (No. 3072). Coating of 96 well plates were prepared by allowing gelatinization to occur 

30 for > 30 minutes with 100/4 of 0.2%r gelatin in PBS solution.-The gelatin mix was aspiratecLthoroughly before 
plating. HUVEC cells at a final. concentration of 2 x 10* cells/ml in 10% serum containing medium - 100 tA 
volume per well. The cells were grown for 24 hours before adding test samples containing the PRO polypeptide 
of interest, , ^ . 

To all wells, 100 fA oft 0% serum media (CelLSystems) complemented with 100 ng/ml VEGF, 0;1 % 
35 BSA, IX penn/strep was added. Test samples containing PRO polypeptides were added in triplicate at dilutions 
of 1 %, 0.33% and .0.1 1%, Wells without cells were used as a blank and wells with cells only were used as a 
negative control. As a. positive control, l:>serial dilutions of 50 ^hof a 3x stock of staurosporine were used: 
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The cells were incubated for 24 to 35 hours prior to ELISA. 

ELISA was used to determine levels of apoptosis preparing solutions according to the Boehringer 
Manual [Boehringer, Cell Death Detection ELISA plus, Cat No. 1 920 685]. Sample preparations: 96 well 
plates were spun down at 1 krpm for 10 minutes (200g); the supernatant was removed by fast inversion, placing 
the plate upside down on a paper towel to remove residual liquid. To each well, 200 /^l of IX Lysis buffer was 
5 added and incubation allowed at room temperature for 30 minutes without shaking. The plates were spun down 
for 10 minutes at 1 krpm, and 20 pd of the lysate (cytoplasmic fraction) was transferred into streptavidin coated 
MTP. 80 fA of immunoreagent mix was added to the 20 fx\ iy state in each well. The MTP was covered with 
adhesive foil and incubated at room tempearature for 2 hours by placing it on an orbital shaker (200 rpm). After 
two hours, the supernatant was removed by suction and the wells rinsed three times with 250 jA of IX incubation 

10 buffer per well (removed by suction). Substrate solution was added~(100 p\) into each.well and incubated on 
an orbital shaker at room temperature at 250 rpm until color development was sufficient for a photometric 
analysis (approx. after 10-20 minutes). A 96 well reader was used to read the plates at 405 nm, reference 
wavelength, 492 nm. The levels obtained for PIN 32 (control buffer) was set to 100%. Samples with levels 
> 130% were considered positive for induction of apoptosis. -pU:. 

15 The following PRO polypeptides tested positive in this assay: PR0846. 

EXAMPLE 133 : Induction of Endothelial Cell Apoptosis (Assay 73) 

The ability of PRO polypeptides to induce apoptosis in endothelial cells was tested in human venous 
umbilical vein endothelial cells (HUVEC, Cell Systems). A positive test in the assay is indicative of the 

20 usefulness of the polypeptide in therapeutically treating tumors as well as vascular disorders where inducing 
apoptosis of endothelial cells would be beneficial. 

The cells were plated on 96-well microtitef plates (Amersham Life Science, cytostar-T scintillating 
microplate, RPNQ160, sterile, tissue-culture treated, individually wrapped), in 10% serum (CSG-mediurn, Cell 
Systems), at a density of 2 x 10 4 cells per well in a total volume of 100 ^1. On day 2; test samples containing 

25 the PRO polypeptide were added in triplicate at dilutions of 1 %, 0.33 % and 0. 1 1 % . Wells without cells were 
used as a blank and wells with cells only were used as a negative control. As a positive control 1:3 serial 
dilutions of 50 //l of a 3x stock of staurosporine were used. The ability of the PRO polypeptide to induce 
apoptosis was determined by processing of the 96 well plates for detection of Annexin V, a member of the 
calcium and phospholipid binding proteins, to detect apoptosis. 

30 6.2 ml Annexin V - Biotin stock solution (100 ^g/ml) was diluted in 4.6 ml 2 x Ca 2+ binding buffer 

and 2.5 % BSA (1:25 dilution). 50 £d of the diluted Annexin V - Biotin solution was added to each well (except 
controls) to a final concentration of 1.0 pig/ml. The samples were incubated for 10-15 minutes with Annexin- 
Biotin prior to direct addition of 35 S-Streptavidin. 35 S-Streptavidin was diluted in 2x Ca 2+ Binding buffer, 2.5 % 
BSA and was added to all wells at a final concentration of 3 x 10 4 cpm/well. The plates were then sealed, 

35 centrifuged at 1000 rpm for 15 minutes and placed on orbital shaker for 2 hours. The analysis was performed 
on a 1450 Microbeta Trilux (Wallac). Percent above background represents the percentage amount of counts 
per minute above the negative controls. Percents greater than or equal to 30% above background are considered 
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positive. 

The following PRO polypeptides tested positive in this assay: PR0719. 

EXAMPLE 134: Human Venous Endotheli al Cell Calcium Flux Assay (Assay 68) 

This assay is designed to determine whether PRO polypeptides of the present invention show the ability 
5 to stimulate calcium flux in human umbilical vein endothelial cells (HUVEC, Cell Systems). Calcium influx is 
a well documented response upon binding of certain ligands to their receptors : • A test compound that results in 
a positive response in the present calcium influx assay can be said to bind to a specific receptor and activate a 
biological signaling pathway^ human endothelial cells, This could ultimately lead, for example, to endothelial 
cell division,, inhibition of endothelial cell proliferation; endotheliaHube formation; .cell migration, apoptosis 

10 etCv-:.;;:..;. — . ;;; : ; „ : , . . • l:z::.l : r. : J. - ..... . 

Human venwis umbmc^veineiHlotteualcella<HUVEC, Cell Systems)in growth media (50:50 without 
glycine,; ,1% glutainine,., 1.0mM= Hepes^ 1Q%, FBS, lO ng/rnl: bFGF) ; , were plated on 96-well- microtiter - 
ViewPlates-56, (Packard Instrument Compaay. Part ^6005182) rnicrotitee plates; at a cell density of 2 x 10« 
cells/well. The day after platmgvsuw^^ 
15-: leavmg.lOO^wril^^^ The cells were incubated for 1.5houre 

at 37°C/5% C0 2 . After incubation, the cells were then washed 3x with buffer (described above) leaving 100 
Ml/well. TejLs^iesiofite^ri^yr^tides were prepared on different 96-well plates at 5x concentration 
in buffer. Thfe positiive'^ontt^-coBie^OBdejdrtQ^SQ'MM' ionoixrycm.(5x); the negative control corresponded to 
Protem 32. <^1 plate and sample pla^ 

machine added 25 *l of test sample to theceltev and readiags were taken every second for. one minute, then every 
3 seconds Jbr-the ne^thiefemiinitBfeiies to i'-.a-.^- '.•>!?••*.«••!•«- • ••. 

The fluorescence ehang&irom baseline to me^inaxiiniim riserof me curVe (A change) was calculated, 
and replicates averaged. .The rate«£fluorescence, increase was monitored; and only those samples which had 
a A crmnge greater man 1000 and a. rise within 60^ seconds, were considered positive.-^ 
25= : The following PRO polyr>epQde& tested positive in me pr 

EXAMPLE .1 3 V. Induction of eft* in F ^c-thelial Cells ( Assay 34V - 

- This is designed to deterrnine. whether PRO polypeptides show th& ability to induce c-fos in 
endothelial cells. PRO polypeptides testing positive ur this assay would be expected to be useful for the 
30 therapeutic treatment of conditions or disorders where angiogenesis would be beneficial including, for example, 
wound healing, and the like (as would agonists of these PRO polypeptides). Antagonists of the PRO 
polypeptides testing positive m this assay would be expected to be useful for the therapeutic treatment of 
cancerous tumors. ..... - .. : - 

Humarrvenous umbilical vein endothelial cells (HUVEC, Cell Systems>in growth media (50% Ham's 
35 F12 w/o GHT: low glucose, and 50% DMEM without glycine: with NaHC03, 1 % gliitamine, 10 mM HEPES, 
10% FBS, 10 ng/ml bFGF) were plated on 96-well microtiter plates at a cell density of IxlO 4 cells/well. The 
day after plating, the cells were starved by removing the. growth media and treating the cells with 100 ^I/well 
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test samples and controls (positive control = growth media; negative control = Protein 32 buffer = 10 mM 
HEPES, 140 mM NaCl, 4% (w/v) mannitol, pH 6.8). The cells were incubated for 30 minutes at 37 °C, in 5 % 
C0 2 . The samples were removed, and the first part of the bDNA kit protocol (Chiron Diagnostics, cat. #6005- 
037) was followed, where each capitalized reagent/buffer listed below was available from the kit. 

Briefly, the amounts of the TM Lysis Buffer and Probes needed for the tests were calculated based on 
5 information provided by the manufacturer. The appropriate amounts of thawed Probes were added to the TM 
Lysis Buffer. The Capture Hybridization Buffer was warmed to room temperature. The bDNA strips were set 
up in the metal strip holders, and 100 iA of Capture Hybridization Buffer was added to each b-DNA well needed, 
followed by incubation for at least 30 minutes. The test plates with the cells were removed from the incubator, 
and the media was gently removed using the vacuum manifold. 100 iA of Lysis Hybridization Buffer with 
10 Probes were quickly pipetted into each well of the microtiter plates. The plates were then incubated at 55 °C for 
15 minutes. Upon removal from the incubator, the plates were placed on the vortex mixer with the microtiter 
adapter head and vortexed on the #2 setting for one minute. 80 iA of the lysate was removed and added to the 
bDNA wells containing the Capture Hybridization Buffer, and pipetted up and down to mix. The plates were 
incubated at 53°C for at least 16 hours. 
15 On the next day, the second part of the bDNA kit protocol was followed. Specifically, the plates were 

removed from the incubator and placed on the bench to cool for 10 minutes. The volumes of additions needed 
were calculated based upon information provided by the manufacturer. An Amplifier Working Solution was 
prepared by making a 1 : 100 dilution of the Amplifier Concentrate (20 fmlpl) in AL Hybridization Buffer. The 
hybridization mixture was removed from the plates and washed twice with Wash A. 50 (A of Amplifier Working 
20 Solution was added to each well and the wells were incubated at 53°C for 30 minutes. The plates were then 
removed from the incubator and allowed to cool for 10 minutes. The Label Probe Working Solution was 
prepared by making a 1 : 100 dilution of Label Concentrate (40 pmo!es///l) in AL Hybridization Buffer. After 
the 10-minute cool-down period, the amplifier hybridization mixture was removed and the plates were washed 
twice with Wash A. 50 ^\ of Label Probe Working Solution was added to each well and the wells were 
25 incubated at 53 °C for 1 5 minutes. After cooling for 10 minutes, the Substrate was warmed to room temperature . 
Upon addition of 3 iA of Substrate Enhancer to each ml of Substrate needed for the assay, the plates were 
allowed to cool for 10 minutes, the label hybridization mixture was removed, and the plates were washed twice 
with Wash A and three times with Wash D. 50 iA of the Substrate Solution with Enhancer was added to each 
well. The plates were incubated for 30 minutes at 37°C and RLU was read in an appropriate luminometer. 
30 The replicates were averaged and the coefficient of variation was determined. The measure of activity 

of the fold increase over the negative control (Protein 32/HEPES buffer described above) value was indicated 
by chemiluminescence units (RLU). The results are considered positive if the PRO polypeptide exhibits at least 
a two-fold value over the negative buffer control. Negative control = 1.00 RLU at 1 .00% dilution. Positive 
control = 8.39 RLU at 1.00% dilution. 
3^ The following PRO polypeptides tested positive in this assay: PR0474. 
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EXAMPLE 136 : Induction of Pancreatic B-Cell Precursor Differentiation (Assay Rg ) 

This assay shows that certain polypeptides of the invention act to induce differentiation of pancreatic 
P-cell precursor cells into mature pancreatic P-cells and, therefore, are useful for treating various insulin 
deficient states in mammals, including diabetes mellitus. The assay is performed as follows. The assay uses 
a primary culture of mouse fetal pancreatic cells and the primary readout is an alteration in the expression of 
5 markers that represent either p r cell precursors or mature P-cells. Marker expression is measured by real time 
quantitative PCR (RTQ-PCR); wherein the marker being evaluated is insulin. : . 

The pancreata are dissected from E14 embryos (GDI mice). The pancreata are then digested with 
collagenase/dispase in F12/DMEM at 37°C for 40 to 60 minutes (eollagenase/dispase, 1 .37 mg/mi, Boehringer 
Mannheim, #10971 13).- The digestion is then neutralized with aniequal^volume of 5 % BSA and me pells are 
10 washed once with RPMI 1640. At day 1, the cells are iseedett into l^well tissue culture plates (pre-coated with 
laminin, 20^g/ml in PBS r Boehringer Mannheim^ Ml 243 H>o Gelbcfix>m; pancreata are 
distributed per well. The ciilniro niedhim for this primary euture is 14F/ 1640. At day 2, the media is. removed 
and the attached:ceils washedrwhh RPMI/ 1640^ Two mis of imnimal media, are added in : at}dirk>p to/ uie protein- 
to be tested. At day.4,. the media is removed and RNA prepared^ona the ceUs an^ 
15- by re^ time quamitat^ 

of me relevant Ph^II marker^ . ^ .^jj^ -t^^ - ; 

14F/1640 is;Rmil640-(Gibco)pliis-Ae€ollowmgc ; r-r : :n* 7«sr. r ... f .hs5o ^ h^r ^.L,, ir-v:-.-- ; 

group^A 1:1000^ >r :.:*■-.,>. yr.^er, r,r «-nc ;=v, : :u 0 ;,,. :>. r cW-.Ui.,-.-. : V >•.,<■■ 

- group iBih iOOGb rj^e--: . : vr :::r . r . ^eivicsu: kili^-^r^v , ::Mr: w- .. 

20'- - ; recombinant human insulm: 10 ^/ml;: v : h- ^rr ; ^: : ; ^ v :;^ : o 0 . ; : -\ 

. Aprotinih:(50/ig/ml) 1:2000 f Boehringer manheimJ98 1532)::: ; : : ^ : r:.,\ - 
Bovine pituitary extract (BFE) 60^ g/ml ' . \ 

Gentamycin 100 ng/ml 
Group A ; (in 10ml PBSfcd <Q x ' 

25 Tranrfenrii^d00mg:(Sigma:T2252X.Mv - ,-- : -;v m : - - , r . .... : ; 

Epidermal Growm Factory 100/ig (BRL 100004). t : o ^; 
TriiodomynmineilO/d of 5x10^ M (Sigma T5516) : h 
Ethanolamine, 100^1 of 10 1 M (Sigma E0135)r i 
Phosphoethalamine^ 100/41 of 10~ l M (Sigma P0503) - : . 
30 Selenium, 4fil of 10'- M (Aesar #12574>;.;. . ■ : ; ...... 

Group C : (in 10ml 100% ethanol) - ; , . , , : - - - ~ 

Hydrocortisone, 2^1 of 5X10" 3 M (Sigma #H(H35)- _ : N 

Progesterone, IOOjU of lXICr 3 M (Sigma #P6149) 
J Forskolin, 5Q0fd ^ 
35 Minimal media:_.: . : - . . " 

RPMI 1640plus transferrin (10 /ig/ml), insulin(l Mg/ml), gentamycin (100 ng/ml), aprotinin (50yig/ml) 
and BPE (15 M g/ml). 
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Defined media: 

RPMI 1640 plus transferrin (10 ug/ml) insulin (\ „o/™n 
^g/n,,,. 8 K SU,U1 0 " 8/mIX g ei "amyc.n (100 ng/ml) and aprotinin (50 

The following polypeptides were positive in this assay: PRQ788 and PRQ162. 

EXAMPLE 137 : Stimulation of Endothelial f>H Pro liferarinn a.., , o } 
This assay is designed to determine whether PRO Dolvnenr iripc nfth, 

i polypeptides of the present invention show the ahilitv 

to stunmate adrenal conical capillary endothelial cell (ACE) growth PRO no. , w 

for the therapeutic treatment of cancerous tumors expected to be useful 

Bovine adrenal cortical capillary endothelial (\rv:\ «• 

DMEM 10? calf c , . w <*»^ll Per 1.00 mtcroltter. Assay media (Minded low glue,** 

CO Afte nation. „, ^ ^ ^ ^ m ^ ^ > »W 

P-nttropheny, ^ was then added to each we,,. w ^ „ „ 3^ ZL 

Slopped by addition of 10 microliiers IN NaOH rw , ■ 

a. 405 « OP " C "' de " S " 5 ' (OD> «" """^ °» » "'"opiate reader 

^^"''^Opoiypeptidew^^ 

y VEGF. ^toJ-IOog/mDaodFGFCn.Sr^nDwereemployedasanaciviryref,^ 
*r _ Resits of the assay were considered -positive- if the observed stirou,!^ 

Z7T*r,T tmad - VE ° F<5 -^>— «« — H» infold station: FGF (5 
ng/ml) control at I % dilation gave 1.46 fold sttauladon. 

The following PRO polypeptides tested positive in this assay: PRO1075. 
BUaaSLEJX: Mouse »,..„„;., r-.,| ,„ hj bi „ nn A „,„ ^ | , , ( 

■o inhi W .r T ^ W PR ° ° f * P—™ven,i„„show,he,bi,i t y 

^"T"" " ™ — »• *>' — * Polycystic Kdney 

or othe, fcdney dtse^ assoicia^with ao^ mesengia, ce„ probation, renal t^ors. and the 
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On day 1, mouse mesengial cells are plated on a 96 well plate in growth medium (a 3:1 mixture of 
Dulbecco's modified Eagle's medium and Ham's F12 medium, 95 % ; fetal bovine serum, 5 % ; supplemented with 
14mM HEPES) and then are allowed to grow overnight. On day 2, the PRO polypeptide is diluted at 2 different 
concentrations (1 % , 0. 1 %) in serum-free medium and is added to the cells. The negative control is growth 
medium without added PRO polypeptide. After the cells are allowed to incubate for 48 hours, 20 y\ of the Cell 
5 Titer 96 Aqueous one solution reagent (Promega) is added to each well and the colormetric reaction is allowed 
to proceed for 2 hours. The absorbance (OD) is then measured at 490 nm. A positive in the assay is an 
absorbance reading which is at least 10% above the negative control. ^ - 

The following PRO polypeptides tested positive in this assay: PRO200 and PR0697. 

10 EXAMPLE 139: Chondrocyte Proliferation Assay (Assay 1 in 

This assay is designed to determine whether PRO polypeptides of the present invention show the ability 
to induce the proliferation and/or rediffefentiation of chondrocytes in culture; PRO polypeptides testing positive 
in this assay would ber expected to ^useful for the therapeutic^ treatment of various bone and/or cartilage 
disorders such as, for example; sports injuries indailftrit^ - j 

15 Porcine chondrocytes are isolated by overnight collagenase digestion of articular cartilage of the 

metacarpophalangeal jointx* 4.-6 month old female pigs. The isolated cells are then seeded at 25,000 cells/cm 2 
in Ham F-12 containing 10% FBS and 4 ^g/ml- gentaimycin. The culture media is changed every third day and 
the cells are reseeded to 25,000 ceUs/cin 2 every five days. On day 12, the cellsare seeded in 96 well plates at 
5,000 cells/well in 100jui of the same media without serum and 100 /d of either serum-free medium (negative 
20 control), staurosporin (final concentration of 5 hM; positive control) or the test PRO polypeptide are added to 
give a final volume of 200 ^I/well. After 5 days at 37*C, 20 jd of Alamar blue is added to each well and the 
plates are incubated for an additional 3 hours at 37°C. The fluorescence is then measured in each well (Ex:530 
nm; Em: 590 nm). The fluorescence of a plate containing 200 ^1 of the serum-free medium is measured to 
obtain the background. A positive result in the assay is obtained when the fluorescence of the PRO polypeptide 
25 treated sample is more like that of the positive control than the negative control. 

The following PRO polypeptides tested positive in this assay: PRO! 81 , PRO200 and PR0322. 

E XAMPLE 140 : Rat DRG Neuronal Survival Inhibition Assay 

This assay is designed to determine whether PRO polypeptides of the present invention show the ability 

30 to inhibit the survival of neural cells in culture. Polypeptides testing positive in this assay are expected to be 
useful for the therapeutic treatment of neuropathic conditions which are associated with undesirable neural cell 
proliferation including, for example, neuroblastomas, gliomas, glioblastomas, and the like. 

A heterogeneous population of neural cells freshly isolated from E14 rat embryo dorsal root ganglia are 
diluted in complete medium and are plated at 5,000 cells/well on polyurethane pretreated plates containing 50/d 

35 F12 complete media. Test PRO polypeptides (50 one concentration) with SOfil additional assay media are 
then added to test for survival inhibition activity. Negative controls are treated with 100^1 of complete medium 
alone. After 3 days incubation, the cells are stained with CMFDA and fixed after 1 hour with 4% 
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15 



paraformaldehyde. Cells are then quantified hv nth ; m ,-~ ' ■ • 

. . quantitied by NIH image analysis. A positive in the assay is cell numbers 

m the treated well(s) being less than 0.5 of the untreated control wel,(s). 

The following PRO polypeptides tested positive in this assay: PRQ195 and PRO701. 

EXAMPf ,F 141 : Tissue Expression nutrih,.,;,^ 

J-".*- - — *** fibres f „, ... in ^ mia , ve rcR 

P»bes were chosen so as to give an approve* 20W00 toe pair a^pHfled fragmeM ta 
st n ^° tm " SS0 "' KdK ^"" i "^^^ The oiigonncieoride probes were ,^ in 

toe , eve, „ f egress,™ of .he PROpoivpepri^in^ ^ 

**« h„r„ rvpesprovi*,, adlwoslic ^ ^ fm tissue ^ wWtor ^ 

specie markers, for detennining the primary tissue source of a metastafeturnor, and the like. THese assays 
provided the foUowing results. . . inese assays 



DNA Molar^ ilA 

DNA40954-1233 
DNA41404-1352 
DNA44 179- 1362 
20 DNA45234-1277 
DNA45415-1318 
DNA45417-1432 
DNA45493-1349 
DNA48306-1291 
25 DNA4832S-1355 
DNA48329-1290 
DNA49624-1279 
DNA5091M288 
DNA50914-I289 
30 DNA53906-1368 
DNA53912-1457 
DNA53977-1371 
DNA54002-1367 
DNA55737-1345 
35 DNA57039-1402 
DNA57253-1382 
DNA58747-1384 
DNA233 18-1211 
DNA39975-1210 
40 DNA39979-1213 
DNA41386-1316 
DNA50919-1361 
DNA52185-1370 
DNA42663-1154 
45 DNA50980-1286 



Tissues With Signify Pv r ^ ipn 

liver, lung 
. lung, kidney 
liver 
kidney 

thyroid, brain, kidney 

thyroid, brain, kidney, bone marrow 

liver, kidney 

brain, kidney 

thyroid, brain, liver, kidney 
brain, bone marrow, kidney 
placenta 
brain 

brain, kidney, liver 
lung, kidney 

lung, liver, kidney, pancreas 
lung, liver, kidney, bone marrow 
bone marrow, liver, kidney 
bone marrow, kidney 
pigment epithelium 
lung, brain, liver, kidney 
lung, brain, kidney, liver 



Tisgues Lacking Significa nt Exp r***}™ 



. . . , pancreas 

spleen, brain, heart, colon tumor, prostate cartilage 



brain 

liver, retina, pancreas 

Jung, brain 

liver, placenta, brain 

liver, bone marrow 

liver 

brain 

pancreas, liver 

bone marrow 

liver, thyroid 

liver, lung, kidney, brain 

placenta 

placenta 

brain 

brain 

brain, pancreas 
lung, thyroid, brain 
liver, brain 

lung, brain, liver, kidney 
placenta 

pancreas, thyroid 



brain, colon tumor, heart 
dendrocytes, cartilage, heart 
HUVEG, cartilage, dendrocytes 
HUVEC, brain, spleen, colon tumor 
dendrocytes 

uterus, spleen, bone marrow 
placenta, adrenal gland, prostate 



THP-1 macrophages 
spleen, substantia nigra, uterus, prostate 
substantia nigra, colon tumor, uterus 
prostate, cartilage, heart, uterus 
substantia nigra, hippocampus, uterus 
cartilage, HUVEC, colon tumor 
bone marrow, uterus, cartilage 
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EXAMPLE 142 : In situ Hybridization 

In situ hybridization is a powerful and versatile technique for the detection and localization of nucleic 
acid sequences within cell or tissue preparations. It may be useful, for example, to identify sites of gene 
expression, analyze the tissue distribution of transcription, identify and localize viral infection, follow changes 
in specific mRNA synthesis and aid in chromosome mapping. 
5 In situ hybridization was performed following an optimized version of the protocol by Lu and Gillett, 

Cell Vision 1:169-176 (1994), using PCR-generated 33 P-labeled riboprobes. Briefly, formalin-fixed, paraffin- 
embedded human tissues were sectioned, deparaffmized, deproteinated in proteinase K (20 g/ml) for 15 minutes 
at 37°C, and further processed for in situ hybridization as described by Lu and Gillett, supra. A [ 33 -P] UTP- 
labeled antisense riboprobe was generated from a PGR product and hybridized at 55°C overnight. The slides 
10 were dipped in Kodak NTB2 nuclear track emulsion and exposed for 4 weeks, v 
^ P-Riboprobe synthesis 

6.0 M l (125 mCi) of 33 P-UTP (Amersham BF 1002, SA < 2000 Ci/mmol) were speed vac dried. To each 
tube containing ^dried 33 P-UTP, the folio wing_ ingredients were added: - 

2.0 /d 5x transcription buffer i 
15 LO/dDTTaOOmM) i; 

2.0 (i\ NTP mix (2.5 mM : 10 ^; each of 10 mM GTP, CTP & ATP + 10 /d H 2 0) 

1.0/il UTP(50a*M) j 

l.O/il Rnasin -.; j ... ; 

1.0 /d DNA template (I fig) 
20 1.0 M lH 2 O 

1.0 fil RNA polymerase (for PCR products T3 = AS, T7 = S,. usually) 

The tubes were incubated at 37 °C for one hour. 1 .0 jd RQ 1 DNase were added, followed by incubation 

at 37°C for 15 minutes. 90 fd TE (10 mM Tris pH 7.6/lmM EDTA pH 8.0) were added, and the mixture was 

pipetted onto DE81 paper. The remaining solution was loaded in a Microcon-50 ultrafiltration unit, and spun 
25 using program 10 (6 minutes). The filtration unit was inverted over a second tube and spun using program 2 

(3 minutes); After the final recovery spin, 100 fxl TE were added, 1 M l of the final product was pipetted on 

DE81 paper arid counted in 6 ml of Bioflupr II. 

The probe was run on a TBE/urea gel. 1-3 ^1 of the probe or 5 ji\ of RNA Mrk III were added to 3 

fil of loading buffer. After heating on a 95 °C heat block for three minutes, the gel was immediately placed on 
30 ice. The wells of gel were flushed, the sample loaded, and run at 180-250 volts for 45 minutes. The gel was 

wrapped in saran wrap and exposed to XAR film with an intensifying screen in -70 °C freezer one hour to 

overnight. 

^ P-Hvhridization 

Av Pretreatment of frozen sections 
35 The slides were removed from the freezer, placed on aluminium trays and thawed at room temperature 

for 5 minutes. The trays were placed in 55 °C incubator for five minutes to reduce condensation. The slides 
were fixed for 10 minutes in 4% paraformaldehyde on ice in the fume hood, and washed in 0.5 x SSC for 5 
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minutes, at room temperature (25 ml 20 x SSC + 975 ml SQ H 2 0). After deproteination in 0.5 M g/ml proteinase 
K for 10 minutes at 37°C (12.5 M l of 10 mg/ml stock in 250 ml prewarmed RNase-free RNAse buffer), the 
sections were washed in 0.5 x SSC for 10 minutes at room temperature. The sections were dehydrated in 70% , 
95%, 100% ethanol, 2 minutes each. 

B- Pretreatment of paraffin-embedded sectiom 
5 The slides were deparaffinized, placed in SQ H 2 0, and rinsed twice in 2 x SSC at room temperature, 

for 5 minutes each time. The sections were deproteinated in 20 M g/ml proteinase K (500 pi of 10 mg/ml in 250 
ml RNase-free RNase buffer; 37°C, 15 minutes) - human embryo, or 8 x proteinase K (100 M l in 250 ml Rnase 
buffer, 37 °C, 30 minutes) - formalin tissues. Subsequent rinsing in 0.5 x SSC and dehydration were performed 
as described above. 
10 C. Prehvbridization 

The slides were laid out in a plastic box lined with Box buffer (4 x SSC, 50% formamide) - saturated 
filter paper. The tissue was covered with 50 ft\ of hybridization buffer (3.75g Dextran Sulfate + 6 ml SQ H 2 0), 
vonexed and heated in the microwave for 2 minutes with the cap loosened. After cooling on ice, 18.75 ml. 
formamide, 3.75 ml 20 x SSC and 9 ml SQ H 2 0 were added, the tissue was vortexed well, and incubated at 
15 42°C for 1-4 hours. 

D. Hybridization 

1.0 x 10 6 cpm probe and 1 .0 ^1 tRNA (50 mg/ml stock) per slide were heated at 95 °C for 3 minutes. 
The slides were cooled on ice, and 48 fil hybridization buffer were added per slide. After vortexing, 50 /d 33 P 
mix were added to 50 fil prehvbridization on slide. The slides were incubated overnight at 55°C. 
20 E. Washes 

Washing was done 2 x 10 minutes with 2xSSC, EDTA at room temperature (400 ml 20 x SSC + 16 
ml 0.25M EDTA, V f =4L), followed by RNaseA treatment at 37°C for 30 minutes (500 fi\ of 10 mg/ml in 250 
ml Rnase buffer = 20 /*g/ml), The slides were washed 2x10 minutes with 2 x SSC, EDTA at room 
temperature. The stringency wash conditions were as follows: 2 hours at 55 °C, 0. 1 x SSC, EDTA (20 ml 20 
25 x SSC + 16 ml EDTA, V f =4L). 

F. Oligonucleotides 

In situ analysis was performed on a variety of DNA sequences disclosed herein. The oligonucleotides 
employed for these analyses were derived from the nucleotide sequences disclosed herein and generally range 
from about 40 to 55 nucleotides in length. 
30 G. Results 

In situ analysis was performed on a variety of DNA sequences disclosed herein. The results from these 
analyses are as follows. 
(1) DNA29101-1122 (PRQ2(X» 

Fetal: Lower limb expression in developing lower limb bones at the edge of the cartilagenous anlage 
35 (i.e. around the outside edge); in developing tendons, in vascular smooth muscle and in cells embracing 
developing skeletal muscle myocytes and myotubes. Expression also observed at the epiphyseal growth plate. 
Lymph node expression in marginal sinus of developing lymph nodes. Thymus expression in the subcapsular 
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region of the thymic cortex, possibly representing either the subcapsular epithelial cells or the proliferating, 
double negative, thymocytes that are found in this region. Spleen is negative. Trachea expression in smooth 
muscle. Brain (cerebral cortex) focal expression in cortical neurones. Spinal cord negative. Small intestine 
expression in smooth muscle. Thyroid - generalized expression over thyroid epithelium. Adrenal is negative. 
Liver expression in ductal plate cells. Stomach expression in mural smooth muscle. Fetal skin expression in 
5 basal layer of squamous epithelium. Placenta expression in interstitial cells in trophoblastic villi. Cord 
expression in wall of arteries and vein. 

Comments : Expression pattern suggests that PRO200 may be involved in cell 
differentiation/proliferation. ... 

High expression was observed at the ; following additional sites:: Chimp ovary - granulosa ceils of 
10 maturing follicles, lower intensity signal observed over thecal cells. Chimp parathyroid - high expression over 
chief cellSi Human fetal testis - moderate expression oyer stromal ^ 

fetal lung - high expression over 3 chondrocytes in, developing bronchial tree; and low level expression over 
branching bronchial epithelium. Specific expression was not observed over the renal cell; gastric and colonic 
carcmpmas. Fetal tissues examined (E12-E16:weete>uiclude:placentav umbilical cord, liver, kidney; adrenals, 
15 - thyroid, lungs, heart, great vessels, oesophagus, stomach; small intestine, ^ spleen^ thymus, pancreas, brain, eye, 
spinal cordi body wall, pelvis and lower limb: , Adult tissues examined: liver, kidney, adrenal, myocardium, 
aorta, spleen, lymph node, pancreas, lung, skin, cerebral cortex (rm), hippocampus(nn), cerebellum(rm), penis, 
eye, bladder, stomach, gastric carcinoma, colon, colonic carcinoma and chondrosarcoma. Acetominophen 
induced liver injury and hepatic cirrhosis. 

20 

(2) DNA30867-1335 (PRQ218) 

Low level expression over numerous epithelia including fetal small intestine, fetal thyroid, chimp gastric 
epithelium. Expression also seen over malignant cells in a renal cell carcinoma. Expression in fetal brain, over 
cortex. The distribution does not suggest an obvious function. Human fetal tissues examined (E12-E16 weeks) 

25 include: placenta, umbilical cord, liver, kidney, adrenals, thyroid, lungs, heart, great vessels, oesophagus, 
stomach, small intestine, spleen, thymus, pancreas, brain, eye, spinal eord, body wall, pelvis and lower limb. 
Adult human tissues examined: kidney (normal and end-stage), bladder, adrenal, spleen, lymph node, pancreas, 
lung, skin, eye (inc. retina), colon, bladder, liver (normal, cirrhotic, acute failure), heart, clear cell carcinoma 
of kidney , gastric adenocarcinoma, colorectal carcinoma. Non-human primate tissues examined: Chimp tissues: 

30 salivary gland, stomach, thyroid, parathyroid, tongue, thymus, ovary, lymph node, peripheral nerve. Rhesus 
Monkey tissues: cerebral cortex, hippocampus, cerebellum, penis. 

(3) DNA40021-1154 (PRQ285) 

Low levels of expression observed in the placenta and over hematopoietic cells in the mouse fetal liver. 
35 No expression was detected in either human fetal, adult or chimp lymph node and no expression was detected 
in human fetal or human adult spleen. Fetal tissues examined (E12-E16 weeks) include: placenta, umbilical 
cord, liver, kidney, adrenals, thyroid, lungs, heart, great vessels, oesophagus, stomach, small intestine, spleen, 
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thymus, pancreas, brain, eye, spinal cord, body wall, pelvis and lower limb. Adult tissues examined: liver, 
kidney, adrenal, myocardium, aorta, spleen, lymph node, pancreas, lung, skin, cerebral cortex (rm), 
hippocampus(rm), cerebellum(rm), brain infarct (human), cerebritis (human).penis, eye, bladder, stomach, 
gastric carcinoma, colon, colonic carcinoma, thyroid (chimp), parathyroid (chimp) ovary (chimp) and 
chondrosarcoma. Acetominophen induced liver injury and hepatic cirrhosis. 

W DNA39523-1 192 TPRQ27?) . 

Expressionoverepitheliumofmouse embryo skinas well asover basal epithelium and dermis of human 
fetal skin. Basal epithelial pegs of the squamous mucosa of the chimp tongue are also positive. Expression over 
a subset of cells in developing glomeruli of fetal kidney, adult renal tubules, and over "thyroidized" epithelium 
in end-stage renal disease, lowexpression in a renal cell carcinoma, probably over the epithelial cells. Low level 
expression over stromal cells in fetal lung. Expression over stromal cells in the apical portion of gastric glands. 
High expression in the lamina propria of the fetal small intestinal villi, normal colonic mucosa and over stromal 
cells in a colonic carcinoma. Strong expression over benign connective tissue cells in the hylanized stroma of 
a sarcoma. Expression over stromal cells in the placental villi and the spjenic red pulp. In the brain, expression 
15 over cortical neurones, Connective tissue surrounding developing bones and over nerve, sheath cells intheferus 
Fetal tissues examined (E12-E16 weeks) include: placenta, umbilical cord, liver, kidney, adrenals, thyroid, 
lungs, heart, great vessels, oesophagus, stomach, small intestine, spleen, thymus, pancreas, brain, eye, spinal 
cord, body wall, pelvis and lower limb. Adult tissues examined: liver, kidney, adrenal, myocardium, aorta, 
spleen, lymph node, pancreas, lung, skin, cerebral cortex (rm), hippocam P us(rm), eye, stomach, gastric 
20 carcinoma, colon, colonic carcinoma, thyroid (chimp), parathyroid (chimp) ovary, (chimp) and chondrosarcoma. 

Acetominophen induced liver injury and hepatic cirrhosis. 

Expression was present in many cells in the outer layers (I and II) of the monkey cerebral cortex. A 
small subset of cells in the deeper cortical layers also expressed mRNA for this chemokine homolog. Scattered 
cells within the molecular layers of the hippocampus and bordering the inner edge of the dentate gyrus contained 
15 chemokine homolog mRNA. No expression was detected, within the cerebellar cortex. Chemokine homolog 
expression is not observed in infarcted brain, where cell death has occurred in the regions where the chemokine 
homolog normally is expressed. This probe could possibly serve as a marker of a subset of neurons of outer 
layers of the cerebral cortex and could possibly reveal neuronal migration disorders. Abnormal neuronal 
migration is a possible cause of some seizure disorders and schizophrenia. In order to gain a better appreciation 
0 of the distribution of this mRNA we will test whether the probe will cross-hybridize with mouse brain tissue. 

Also shows intriguing and specific patterns of hybridization within postnatal day (P)10 and adult mouse 
brains. In one sagittal section of P10 mouse brain, strong signal was observed scattered within the molecular 
layer of the hippocampus and inner edges of the dentate gyrus. Cells in the presubiculum were moderately 
labeled; the signal extended in a strong band through outer layers of the retrosplenial cortes to the occipital 
cortex, where the signal diminished to background levels. A small set of positive neurons were detected in 
deeper regions of P10 motor cortex; neurons in outer layers of P10 cortex did not exhibit signal above 
background levels. Moderate hybridization signal was also detected in the inferior colliculus. Chemokine 
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homolog signal in the adult mouse brain was evaluated in three coronal sections at different levels. Strong signal 
was detected in the septum and in scattered neurons in the pontine nuclei and motor root of the trigeminal nerve; 
moderate signal was seen in the molecular layers of the hippocampus and outer layers of the retrosplenial cortex. 

(5) DNA39979-1213 (PRQ2961 
5 Widespread expression in fetal in adult tissues. Expressed in a variety of fetal and adult epithelia, 

skeletal and cardiac muscle, developing (including retina) and adult GNS, thymic epithelium, placental villi, 
hepatocytes in cirrhotic and acetaminophen induced toxicity. Highly expressed in hypertrophic chondrocytes 
in developing skeletal system.The overall expression pattern, while not completely ovelapping (not expressed 
in glomeruli, more widely expressed in CNS), is notdisimilar to VEGF; A possible role in angiogenesis should 

10 therefore be considered. Human fetal tissues examined (E12-E 16 weeks) include: placenta, umbilical cord, liver, 
kidney, adrenals, thyroid, lungs, great vessels, stomach, small-intestine, spleen, thymus, pancreas, brain, eye, 
spinal cord, body wall, pelvis, testis and lower limb. Adult human tissues examined: kidney (normal and end- 
stage), adrenal, spleen, lymph nxxte, pancreasi lung, eye (inc. retina), bladder; liver (normal, cirrhotic, acute, 
failure); Non-human primate.,tissues.examined::,Ghimp tissues: adrenal: Rhesus Monkey tissues: cerebral 

15 . cortex* hippocampus, cerebellum, l . '.-.O.-ir':- - . r - - 

(6) DNA52S94-1270TPRO86fi) , -, 

- Expression ovenneuronal cells iff fetal dorsal; root ganglia, spinal cord,, developing enteric neurons, 
conical neurons. Low level expression also seen in placental trophoblast. In adult tissuesthe only site where 
notable expression was observed was the normal adult prostate; as such it may represent a possible prostate cell 
surface receptor target antigen; Studies to further characterize the expression in adult tissues seem warranted. 
Low level expression also observed in a liposarcoma. Fetal tissues examined (E12-E16 weeks) include: placenta, 
umbilical cord, iiver, kidney, adrenals; thyroid, lungs, heart, great vessels, oesophagus, stomach, small intestine, 
spleen, thymus, panereas,..brauv eye, spinal cord, body wall 5 pelvis and lower limb. Adult human tissues 
25 examined: liver, kidney, adrenal, myocardium, aorta, spleen, lung, skin, chondrosarcoma, eye, stomach, gastric 
carcinoma, colon, colonic carcinoma,: renal cell carcinoma, prostate, bladder mucosa and gall bladder. 
Acetaminophen induced liver injury, and hepatic cirrhosis. Rhesus tissues examined: cerebral cortex (rm), 
hippocampus(rm), cerebellum. Chimp tissues examined: thyroid, parathyroid, ovary, nerve, tongue, thymus, 
adrenal, gastric mucosa and salivary gland. WIG- 1 (WISP- 1), WIG-2 (WISP-2) and WIG-5 (WISP-3) expression 
in human breast carcinoma and normal breast tissue, Wig-2 in lung carcinoma, and Wig-5 in colon carcinoma. 



20 



30 



(7) DNA64907- 1 1 63 ( PROl 330V . 

In human fetal tissues there was strong specific expression over artrerial, venous; capillary and 
sinusoidal endothelium in all tissues examined, except for fetal brain.. In normal adult tissues expression was 
35 low to absent, but when present appeared expression was confined to the vasculature; Highest expression in 
adult tissues was observed regionally in vessels running within the white matter of rhesus brain - the significance 
of this pattern is unclear. Elevated expression observed in vasculature of many inflamed and diseased tissues, 
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including tumor vasculature. In some of these tissues it was und^r if 

vasoda, expression wa s observed in ^ „ f ^ JZ " "". «• 

^ » as ,« wiIh ~rc:: lun8, r- Motoa,e - app ™- 

absence o f , serse conn-o,, however, i, is „ „ ibI fab " """ ""^ 

3 ^•s—.a^h.^ 

-* M reL. ' T*—» • 

(8) DNA49fi?4.lT 79rPROS,i<;) . . . 

Expression of the ADAM family molecule, ADAM 12 (DNA49624 1279, „h „ 
10 ^^UM.^cclon^colcnc*^ NA49624-1279) observed m nonna, human 

< 9 > _ DNA592Q4.n 8 i CPRn^ mi) 

The expression of this IL1 7 homoloeue was eva i,.«.H • . 

^^Tly^ hocyte ^ tion(stimvl ; °^ d ^ofnovel proteins that 

was immunostimulatory in a dose dependenTf^^ 

a285% and ,47% inJe " * e ^ ^ d reaction (MLR) ; it caused 

-no increase above the baseline stimulation index when utilized *t t«,„ ^ 
(1-0% and 0.1 ft of a 560 nM stocks S,™ • two different concentrations 

^^o^^^^^ B^—^ Ul , taM was „ 

30 ^o^ ^H^ ?"* ^ — - Mb chrome 

b»„ (cerbrom a* ee^^,, , onsi , (reaaiw hypeip]asia) 
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(10 > DNA4541fi.p 51 fPRQW) 

Knnfr ■■ . Express™ «, present ordy i„ alveola, macrophages in the lung and In 
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cell populations were activated. Though these two subpopulations of tissue macrophages are located in different 
organs, they have similar biological functions. Both types of these phagocytes act as biological filters to remove 
material from the blood stream or airways including pathogens, senescent cells and proteins and both are capable 
of secreting a wide variefy of important proinflammatory cytokines. In inflamed lung (7 patient samples) 
expression was prominent in reactive alveolar macrophage cell populations defined as large, pale often 
5 vacuolated cells present singly or in aggregates within alveoli and was weak to negative in normal, non-reactive 
macrophages, (single scattered cells of normal size). Expression in alveolar macrophages was increased during 
inflammation when these cells were both increased in numbers and size (activated). Despite the presence of 
histocytes in areas of interstial inflammtion and peribronchial lymphoid hyperplasia in these tissues, expression 
was restricted to alveolar macrophages. Many of the inflamed Jung* also had some degree of suppurative 

10 inflammation; expression was not present in neutrophilic granulocytes.; In liver, there was strong expression in 
reactive/activated Kupffer cells in livers with; acute centtijobular necrosis Xacetominophen toxicity) or fairly 
marked periportal inflammation. However there was weak or no expression in Kupffer cells in normal liver or 
in liver with only mild iiiflammatioiior mild to moderate lobular hyperplasia/hypertrophy: Thus. as in the lung, 
there was increased expression in acivated/reative cells, ThereQwfis? no expression of this i molecule in 

15 histiocytes/macropahges present ininflamed bowel.vhyperplastic/reactive tonsilor normal lymph node. The lack 
of expression in these tissues which all contained histiocytic inflfflnmati<to or resident macrophage populations 
strongly supports restricted expression to the unique macrophage! .subset populations defined as alveolar 
macrophage and hepatic Kupffer cells. Spleen or bone marrow was not available for evaluation; Human tissues 
evaluated which had no detectable expression included: : Inflammatory bowel disease <7 patient samples with 

20 moderate to severe disease), tonsil with reactive hyperplasia, peripheral, lymphnode, psoriatic skin (2 patient 
samples with mild to moderate disease), heart, peripheral nerve. Ctanp^issues evaluated which had no detectable 

M 

expression included: tongue, stomach; thymus. r r : o 

(11) DNA52 196-1 348 (PRQ733^ ; -v V 

25 Generalized low level signal in many tissues and in many cell types. While endothelial cell expression 

was observed it was not a prominent feature in either fetal, normal or diseased tissues. Human tissues: moderate 
expression over fetal liver (mainly hepatbcytes), lung, skin, adrenal and heart. Fetal spleen, small intestine, brain 
and eye are negative. Adult normal kidney, bladder epithelium, lung; adrenal, pancreas, skin - all negative. 
Expression in adult human liver (normal and diseased), renal tubules in end-stage renal disease, adipose tissue, 
30 sarcoma, colon, renal cell carcinoma, hepatocellular carcinoma, squamous cell carcinoma. Non human primate 
tissues: chimp salivary gland, vessels, stomach,, tongue, peripheral nerve, thymus, lymph node, thyroid and 
parathyroid. Rhesus spinal cord negative, cortical and hippocampal neurones positive. 

EXAMPLE ]4?; Isolation of cDNA Clones Encoding a Human PRQ4QQ? -- 
35 A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 

in Example 1 above. This consensus sequence is herein designated DNA85042. In some cases, the DNA85042 
consensus sequence derives from an intermediate consensus DNA sequence which was extended using repeated 
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of EST seances d.scussed above. Based on me DNA85042 consensus seance, oligonucleotides w 

;n ? to r* by pcr a cdna ,ibr - * at — - — - — and " 

probes to isolate a clone of the full-length coding sequence for PRG4993. 
PCR primers (forward and reverse) were synthesized- 

5 ^riPo*^ ( seq id no-6i 9) 

r^ICRj^ 5--GAACATCAGCGCTCCCGGTAATTCC-3- (SEQ ID NO620) 

Additionally a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA85042 

sequence which had the following nucleotide sequence DNA85042 

hybridization prohg 

10 5'-CCA^CTTTGAATGGTACAAAGGAGAGAAGAAGCTOTCAATGGCC-3' (SEQ ID NO.-621) 
DNAse^om 8 ofi)»cl.»e s i s< ,la K d,s< leS cribe<i«» re g a v«u,efi,U-fc„. I hD N A 

^ mom. terein ^ o N A W ,i, F ;^x^;rr h '" 

derive ^toseq^fortapRcMWap,,,^^. NO.61 1]> and the 

!5 The full iengo, ctae identified above contained . , 

"-^^^-.^p^^^^ ope : reading frame with -~ 

(Figure229 SEOIDMr»«,n -m. P S,gnal * nUCle ° tide P 08 * 01 * 1361-1363 

( .gure 229, SEQ U> NO:611). The predicted polypeptide precursor is 352 amino acids long, has a calculated 

full length PRQ4993 sequence shown m Figure 230 (SEQ ID NO:612) evidences the presence of a variety of 
20 unponant polypeptide domains as shown in Figure ^ where.n the locations given for mol 
Polypeptide domains are approximate as describe, above. Cone DNA94 8 3 2 -2 0 59^ 
ATCC on June 15, 1999 and is assigned ATGC deposit no. 240-PTA. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35). using the ALIGN 2 sen 
ahgnment analysis of the fu„-length sequence shown in Figure 230 (SEO ID NO ' ^ 

25 identity between PPrvioo* • Q NO;612 >' evidenced sequence 

I amp „T an,m0 add ^ Uence — Allowing Dayhoff sequences- P W05152- 

lamp_„ UMAN; P W05157: P W05155; l5655i; opcm rat amal m D ^~ 2 ; 

and NCA1_HUMAN. ~ 137246; 

30 £2 ^ M£LE ^ : '«>'»*>" of c-PNAnon^ E ncode ».^. DD ^,». rrfr ^ m|| 

abov R A T"" $eqUenCe ^ ° btained re,atiVe l ° 2 Variety °f EST sequences as described in Example 1 
above. Based upon an observed homology between this consensus sequence and an EST ™ 

:r incyteESTc,oneNo.424 2 090,IncyteESTcloneN^^ 
RO W • T diSCOVCred tlUt " ^ "~ — 3 ~ P-in designated" 

DNA433r^e™ 

43301. The DNA43301 sequence was then compared to a variety of expressed sequence tag (EST) 
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databases which included public EST databases (e.g., GenBank) and a proprietary EST DNA database 
(LIFESEQ™, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. The homology search 
was performed using the computer program BLAST or BLAST2 (Altshul et al., Methods in ■ Bnzvmnlnpv 
266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater 
that did not encode known proteins were clustered and assembled into consensus DNA sequences with the 
5 program ^phrap" (Phil Green, University of Washington, Seattle, Washington). The consensus sequence 
obtained therefrom is herein designated DNA45458. Based on the DNA45458 consensus sequence, 
oligonucleotide probes were generated and used to screen a human fetal brain (LIB153) library prepared as 
described in paragraph 1 of Example 2 above. The cloning vector was pRK5B (pRKSB is a precursor of pRK5D 
that does not contain the Sfil site; see, Holmes et al., Science . 253:1278-1280 (1991)), and the cDNA size cut 

10 was less than 2800 bp; . 

PCR. primers (forward and reverse) were synthesized: 
forward PCR primer (45458.fl) 5 ' -CCAAACTCACCCAGTGAGTGTGAGC-3 ' (SEQ ID NO:619) 
reverse PCR primer (45458.rl) 5 , -TGGGAAATCAGGAATGGTC5TTCTCC-3 / (SEQ ID NO:620) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA45458 

15 sequence which had the following nucleotide sequence 
hybridization probe C454S8.nn 

5'-CTTGTTTTCACCATTGGGCTAACTTrGCTGCTAGGAGTTCAAGCCATGCC-3' (SEQ ID NO:621) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. , A positive library was then used to 
20 isolate clones encoding the PR0725 gene using the probe oligonucleotide and one of the PCR primers. 

A full length clone was identified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 161-163 and ending at the stop codon found at nucleotide 
positions 455-457 (Figure 233; SEQ ID NO:615). The predicted polypeptide precursor is 98 amino acids long, 
has a calculated molecular weight of approximately 11 ,081 daltons and an estimated pi of approximately 6.68. 

25 Analysis of the full-length PR0725 sequence shown in Figure 234 (SEQ ID NO:616) evidences the presence 
of the following: a signal peptide from about amino acid 1 to about amino acid 20, a potential N-glycosylation 
site from about amino acid 72 to abow amino acid 75 and a tyrosine kinase phosphorylation site from about 
amino acid 63 to about amino acid 70, Clone DNA52758- 1399 has been deposited with ATCC on April 14. 
1998 and is assigned ATCC deposit no. 209773. 

30 Analysis of the amino acid sequence of the full-length PR0725 polypeptide suggests that it possesses 

no significant sequence similarity to any known protein. However, an analysis of the Dayhoff database (version 
35.45 SwissProt 35) evidenced some degree of homology between the PR0725 amino acid sequence and the 
following Dayhoff sequences, POL_BLVAU, PSSP_RAT, CELC36C5_7, AF019234_1, 148862, P_R12498, 
P_P10125, P_R26861, A64527 and P_W20495. 

35 DNA52756. as shown in Figure 235 (SEQ ID NO:617) and which encodes native PR073 9 polypeptide , 

(Figure 236; SEQ ID NO:618) was obtained from GenBank. 
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EXAMPLE 145: Identification of Receotor/Liff a M Interactions 

In this assay, various PRO polypeptides are tested for ability to bind to a panel of potential receptor 
molecules for the purpose of identifying receptor/ligand interactions. The identification of a ligand for a known 
receptor, a receptor for a known ligand or a novel receptor/ligand pair is useful for a variety of indications 
including, for example, targeting bioactive molecules (linked to the ligand or receptor) to a cell known to express 
5 the receptor or ligand, use of the receptor or ligand as a reagent to detect the presence of the ligand or receptor 
in a composition suspected of containing the same, wherein the composition may comprise cells suspected of 
expressing the ligand or receptor, modulating the growth of or another biological or immunological activity of 
a cell known to express or respond to the receptor or ligand, modulating the immune response of cells or toward 
cells that express the receptor or ligand, allowing the preparaion of agonists, antagonists and/or antibodies 
10 directed against the receptor or ligand which will modulate the growth of or a biological or immunological 
activity of a cell expressing the receptor or ligand, and various other indications which will be readily apparent 
to the ordinarily skilled artisan. 

The assay is performed as follows. A PRO polypeptide of the present invention suspected of being a 
ligand for a receptor is expressed as a fusion protein containing the Fc domain of human IgG (an 
15 immunoadhesin). Receptor-ligand binding is detected by allowing interaction of the immunoadhesin polypeptide 
with cells (e.g. Cos cells) expressing candidate PRO polypeptide receptors and visualization of bound 
immunoadhesin with fluorescent reagents directed toward the Fc fusion domain and examination by microscope. 
Cells expressing candidate receptors are produced by transient transfection, in parallel, of defined subsets of a 
library of cDNA expression vectors encoding PRO polypeptides that may function as receptor molecules. Cells 
20 are then incubated for 1 hour in the presence of the PRO polypeptide immunoadhesin being tested for possible 
receptor binding. The cells are then washed and fixed with paraformaldehyde. The cells are then incubated with 
fluorescent conjugated antibody directed against the Fc portion of the PRO polypeptide immunoadhesin (e.g. 
FITC conjugated goat anti-human-Fc antibody). The cells are then washed again and examined by microscope. 
A positive interaction is judged by the presence of fluorescent labeling of cells transfected with cDNA encoding 
25 a particular PRO polypeptide receptor or pool of receptors and an absence of similar fluorescent labeling of 
similarly prepared cells that have been transfected with other cDNA or pools of cDNA. If a defined pool of 
cDNA expression vectors is judged to be positive for interaction with a PRO polypeptide immunoadhesin, the 
individual cDNA species that comprise the pool are tested individually (the pool is "broken down") to determine 
the specific cDNA that encodes a receptor able to interact with the PRO polypeptide immunoadhesin. 
30 In another embodiment of this assay, an epitope- tagged potential ligand PRO polypeptide (e.g. 8 

histidine "His" tag) is allowed to interact with a panel of potential receptor PRO polypeptide molecules that have 
been expressed as fusions with the Fc domain of human IgG (immunoadhesins). Following a 1 hour 
co-incubation with the epitope tagged PRO polypeptide, the candidate receptors are each immunoprecipitated 
with protein A beads and the beads are washed. Potential ligand interaction is determined by western blot 
35 analysis of the immunoprecipitated complexes with antibody directed towards the epitope tag. An interaction 
is judged to occur if a band of the anticipated molecular weight of the epitope tagged protein is observed in the 
western blot analysis with a candidate receptor, but is not observed to occur with the other members of the panel 
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of potential receptors. 

Using these assays, the following receptor/1 igand interactions have been herein identified: PR0337 binds 
to PR04993, PR01559 binds to PR0725, PR01559 binds to PRO700 and PR01559 binds to PR0739. 



Deposit of Material 

The following materials have been deposited 
Parklawn Drive, Rockville, MD, USA (ATCC): 
Material 



DNA39987-1184 
DNA40625-1189 
10 DNA233 18-12 11 
DNA39979-1213 
DNA40594-1233 
DNA45416-1251 
DNA45419-1252 
15 DNA52594-1270 
DNA45234-1277 
DNA49624-1279 
DNA48309-1280 
DNA46776-1284 
20 DNA50980-1286 
DNA50913-1287 
DNA50914-1289 
DNA48296-1292 
DNA32284-1307 
25 DNA36343-1310 
DNA40571-1315 
DNA41386-1316 
DNA44194-1317 
DNA45415-1318 
30 DNA44 189- 1322 
DNA48304-1323 
DNA49 152- 1324 
DNA49646-1327 
DNA4963 1-1328 
35 DNA49645-1347 
DNA45493-1349 
DNA48227-1350 
DNA41404-1352 
DNA44 196- 1353 
40 DNA52 187- 1354 
DNA48328-1355 
DNA56352-I358 
DNA5397 1-1359 
DNA50919-1361 
45 DNA44 179- 1362 
DNA54002-1367 
DNA53906-1368 
. DNA52185-1370 
DNA53977-1371 
50 DNA57253-1382 
DNA58847-1383 
DNA58747-1384 



ATCC Dep. No 

ATCC 209786 
ATCC 209788 
ATCC 209787 
ATCC 209789 
ATCC 209617 
ATCC 209620 
ATCC 209616 
ATCC 209679 
ATCC 209654 - 
ATCC 209655 
ATCC 209656 
ATCC 209721 
ATCC 209717 
ATCC 209716 
ATCC 209722 
ATCC 209668 
ATCC 209670 
ATCC 209718 
ATCC 209784 
ATCC 209703 
ATCC 209808 
ATCC 209810 
ATCC 209699 
ATCC 209811 
ATCC 209813 
ATCC 209705 
ATCC 209806 
ATCC 209809 
ATCC 209805 
ATCC 209812 
ATCC 209844 
ATCC 209847 
ATCC 209845 
ATCC 209843 
ATCC 209846 
ATCC 209750 
ATCC 209848 
ATCC 209851 
ATCC 209754 
ATCC 209747 
ATCC 209861 
ATCC 209862 
ATCC 209867 
ATCC 209879 
ATCC 209868 



with the American Type Culture Collection, 12301 



Deposit Date 

April 21, 1998 
April 21, 1998 
April 21, 1998 
April 21, 1998 
February 5, 1998 
February 5, 1998 
February 5, 1998 

. March 17, 1998 
March 5, 1998 
March 5, 1998 
March 5, 1998 
March 31, 1998 
March 31, 1998 
March 31, 1998 
March 31, 1998 
March 11, 1998 
March 11, 1998 
March 31, 1998 
April 21, 1998 
March 26, 1998 
April 28, 1998 
April 28, 1998 
March 26, 1998 
April 28, 1998 

April 28, 1998 

March 26, 1998 

April 28, 1998 

April 28, 1998 

April 28, 1998 

April 28, 1998 

May 6, 1998 

May 6, 1998 

May 6, 1998 

May 6, 1998 

May 6, 1998 

April 7, 1998 

May 6, 1998 

May 6, 1998 

April 7, 1998 

April 7, 1998 

May 14, 1998 

May 14, 1998 

May 14, 1998 

May 20, 1998 

May 14, 1998 
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DNA57689-1385 
DNA23330-1390 
DNA26847-1395 
DNA53974-140I 
DNA57039-1402 
5 DNA57033-1403 
DNA34353-1428 
DNA45417-1432 
DNA39523-1192 
DNA44205-1285 
10 DNA5091 1-1288 
DNA48329-1290 
DNA48306-1291 
DNA48336-1309 . 
DNA44184-1319 
15 DNA48314-1320 
DNA48333-1321 
DNA50920-1325 
DNA50988-1326 
DNA48331-1329 
20 DNA30867-1335 
DNA55737-1345 
DNA49829-1346 : 
DNA52 196- 1348 
. DNA56965-1356 
25 DNA56405-1357 
DNA57530-1375 
DNA56439-1376 
DNA56409-1377 
DNA56112-1379 
30 DNA56045-1380 
DNA59294-1381 
DNA56433-1406 
DNA53912-1457 
DNA5092 1-1458 
35 DNA29101-1122 
DNA40021-1154 
DNA42663-1154 
DNA30943-1- 1163-1 
DNA64907-1 163-1 
40 DNA64908- 1163-1 
DNA39975-1210 
DNA43316-1237 
DNA55800-1263 
DNA94832-2659 
45 DNA52758-1399 



ATCC 209869 
ATCC 209775 
ATCC 209772 
ATCC 209774 
ATCC 209777 
ATCC 209905 
ATCC 209855 
ATCC 209910 
ATCC 209424 
ATCC 209720 
ATCC 209714 
ATCC 209785 
ATCC 209911 
ATCC 209669 
ATCC 209704 
ATCC 209702 
ATCC 209701 
ATCC 209700 
ATCC 209814 
ATCC 209715 
ATCC 209807 
ATCC 209753 
ATCC 209749 
ATCC 209748 
ATCC 209842 
ATCC 209849 
ATCC 209880 
ATCC 209864 
ATCC 209882 
ATCC 209883 
ATCC 209865 
ATCC 209866 
ATCC 209857 
ATCC 209870 
ATCC 209859 
ATCC 209653 
ATCC 209389 
ATCC 209386 
ATCC 209791 
ATCC 203242 
ATCC 203243 
ATCC 209783 
ATCC 209487 
ATCC 209680 
240-PTA 
ATCC 209773 



May 14, 1998 
April 14, 1998 
April 14, 1998 
April 14, 1998 
April 14, 1998 
May 27, 1998 
May 12, 1998 
May 27, 1998 
October 31, 1997 
March 31, 1998 
March 31, 1998 
April 21, 1998 
May 27, 1998 

.March 11, 1998 
March 26, 1998 
March 26, 1998 
March 26, 1998 
March 26, 1998 

April 28, 1998 
; March 31, 1998 

April 28, 1998 

April 7, 1998 

April 7, 1998 

April 7, 1998 

May 6, 1998 

May 6, 1998 

May 20, 1998 

May 14, 1998 

May 20, 1998 

May 20, 1998 

May 14, 1998 

May 14, 1998 

May 12, 1998 

May 14, 1998 

May 12, 1998 

March 5, 1998 

October 17, 1997 

October 17, 1997 

April 21, 1998 

September 9, 1998 
September 9, 1998 
April 21, 1998 
November 21, 1997 
March 17, 1998 
June 15, 1999 
April 14, 1998 
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These deposit were made under the provisions of the Budapest Treaty on the International Recognition 
of the Deposit of Microorganisms for the Purpose of Patent Procedure and the Regulations thereunder (Budapest 
Treaty). This assures maintenance of a viable culture of the deposit for 30 years from the date of deposit. The 
deposits will be made available by ATCC under the terms of the Budapest Treaty, and subject to an agreement 
between Genentech, Inc. and ATCC, which assures permanent and unrestricted availability of the progeny of 
the culture of the deposit to the public upon issuance of the pertinent U.S. patent or upon laying open to the 
public of any U.S. or foreign patent application, whichever comes first, and assures availability of the progeny 
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to one determined by the U.S. Commissioner of Patents and Trademarks to be entitled thereto according to 35 
USC § 122 and the Commissioner's rules pursuant thereto (including 37 CFR § 1.14 with particular reference 
to 886 OG 638). 

The assignee of the present application has agreed that if a culture of the materials on deposit should 
die or be lost or destroyed when cultivated under suitable conditions, the materials will be promptly replaced on 
5 notification with another of the same. Availability of the deposited material is not to be construed as a license 
to practice the invention in contravention of the rights granted under the authority of any government in 
accordance with its patent laws. 

The foregoing written specification is considered to be sufficient to enable one skilled in the art to 
practice the invention. The present invention is not to be limited in scope by the construct deposited, since the 
10 deposited embodiment is intended as a single illustration of certain aspects of the invention and any constructs 
that are functionally equivalent are within the scope of this invention. The deposit of material herein does not 
constitute an admission that the written description herein contained is inadequate to enable the practice of any 
aspect of the invention, including the best mode thereof, nor is it to be construed as limiting the scope of the 
claims to the specific illustrations that it represents. Indeed; various modifications of the invention in addition 
15 to those shown and described herein will become^ apparent to those skilled in the art from the foregoing 
description and fall within the scope of the appended claims. 
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WHAT IS Tl AIMED IS : 

that encodes an amino acid sequence selected fro m tne group consisdng of ±e ^ ^ 

Fi g ure S Q ID MO:2). Figure 4 (SEQ ID NO:7), Fi gur , 9 (SEQ ID NO:19) , Rgure „ ^ , D ^ 

Figure 15 (SEQ ID NO:36), Figure 20 (SEQ ID NO:45), P igure 22 (SEQ ID NO;52)< Figure ^ ^ 

ID NOSsTr ^ (SEQ ID NO:64) ' FigUre ^ <SEQ ID NO:69> ' FigUrC 30 (SEQ ID N ^ 74) Fi S ur « 33 (SEQ 

SEoZn 8Ure ^ <SEQ Fi8Ure ^ <SEQ ID NO:97) ' F - re 39 » NOMoi. Figure « 

(SEQIDNO:109),Fi g ure43(SEQIDNO:114),Figure45^SEOm^Irt,,Q^ c ge4J 

r, S ure « (S>EQ ID NO:l 19), Figure 47 (SEQ ID NO:124) 

Figure 49 (SEQ ID NO: 132), Figure 5 1 (SEO ID NO- 1 n\ r « ^ 

M ~ . D . ? ( g ° N °- 137) ' Fl * ure 53 (SEQ ID NO: 145), Figure 55 (SEQ ID 

NO:150), F,gure 59(SEQ ID NO: 157), Fi g ure 61 (SEO ID NO-i^ « 
10 rSFD in mo ,,ox - ■« ( Q ° NO J 62 )' F «8«re 63 (SEQ ID NO: 169), Figure 66 

F T^n (SEQ ID N ° :183) ' FjgUre 70 ^ ,D NO:190 >' ^ (SEQ ID NO:196) 

Figure 75 (SEQ ID NO:206), Figure 77 (SEQ ID NO:21 1), Fi g ure 79 (SEQ ID NO:216 , F J e „ (S£Q » 

^QI^NO^sTf^ Z N0226) ' FigUre 85 <SEQ ID N ° : ^ 31) Fi8UrC 87 (SEQ ID N °^ 236) ' FigUr ^ 
(SEQ ID NO :2 45), Figure 91 (SEQ ID NO:254), Figure 93 (SEQ ID Noi259), Figure 95 (SEQ lb NO 264) 

^ Figure 98 (SEQ ID NO:270), Pi gure ,09 (SEQ ID NO:284), Figure , (SEQ ID NO:296), Figure 120 (SEQ 
15 D NO.Ol, Figure 122 (SEQ ID NO:303). F igU re ,25 (SEQ ID NO:309), Fig Ure 12 9 SEQ ID NO S) 
ID^MO 352) S ^°^ 3 ^^' Fi S ure 136 (SEQ ID NO:337), Figure 139 (SEQ ID NO:346); Figure 142 (SEQ 
ID NO.352), Figure 145 (SEQ ID NO:358), Figure 147 (SEO ID Nn ^ c • , An 

s 'L> NO:363), Figure 149 (SEQ ID NO-370) 

TZ NO:375> ' R8UK 153 (SEQ ,D NO:380) - Fi8ure ,s (m id 

20 T ^ ' SEQ ,D NO:395> - <SEQ ,D N ° : «»- ■*« '« <»Q ID NO*» 

ID NO:42 5 >. F, gure ,73 (SE Q ID NO:430), F ig » re ,77 (SEQ ID NO:437>, Figure ,7, (SEQ ,D NO-442, 

I T ' D NO:44 "- 183 < SE " '° "0^ «- .« ,SEQ ,D N 04 5 4,, Figure , 8 7 <SEQ 

ID NO**,, F.gure 1M (SEQ , D NO:459) , Figure (SEQ )D N0 464) Rgure im 

ID NO:477>, Figure 204 (SEQ ID NO:483,, Figure 207 (SEQ ,D NO : 488, Fi g ure 2» (SEQ ,D NO-496, 

f : s ™f qidno ^^ 

ID NO:5,0,. F.gure 219 (SEQ ,D NO:5,5, Figure 222 (SEQ ,D N 0:523,, Figure 225 (SEQ ,D NO:526, 
(S^ID NolT NO:6 ' 2> ' Fi!Ure ^ <SEQ ' D NO:6,4, • "~ ^ <SEQ ' D N °*'» - » 

30 

2. ^^^nucleicacidhavingatleastSO^nucleicacidsequenceidentity^ 
se.ectedfromu.egroupcomistbgofthenucleotidesequenc.showninFi^ , (SEQIDNO l) Figure3(SEO 

irol? re8(SEQ,DNO:18) ' Fi8UrelG(SEQ ^ 
35 ZrNO J 6 21 (SEQ ID NO:51X RgUre 23 (SEQ ID NO:58X Fi8Ure 25 (SEQ ,D NO:63 >> F ^ 27 
36 (SEQ ID NO:96), Figure 38 (SEQ ,D NO: 101), Figure 40 (SEQ ID NO: 108), Figure 42 (SEQ ID NO- 1 ,3) 
Figure 44 (SEQ ID NO:l 18). Figure 46 (SEQ ID NO: 123), Figure 48 (SEQ ID NO:131). Fi gure 50 (SEQ ID 
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NO: 136), Figure 52 (SEQ ID NO: 144). Figure 54 (SEQ ID NO:149), Figure 58 (SEQ ID NO:156), Figure 60 
(SEQ ID NO:161), Figure 62 (SEQ ID NO:168), Figure 65 (SEQ ID NO:177), Figure 67 (SEQ ID NO:182), 
Figure 69 (SEQ ID NO: 189), Figure 72 (SEQ ID NO: 195), Figure 74 (SEQ ID NO:205), Figure 76 (SEQ ID 
NO:2I0), Figure 78 (SEQ ID NO:215), Figure 80 (SEQ ID NO:220), Figure 82 (SEQ ID NO.-225), Figure 84 
(SEQ ID NO:230), Figure 86 (SEQ ID NO:235), Figure 88 (SEQ ID NO:244), Figure 90 (SEQ ID NO:253), 
5 Figure 92 (SEQ ID NO:258), Figure 94 (SEQ ID NO:263), Figure 97 (SEQ ID NO:269), Figure 108 (SEQ ID 
NO:283), Figure 1 17 (SEQ ID NO:295), Figure 1 19 (SEQ ID NO:300), Figure 121 (SEQ ID NO:302), Figure 
124 (SEQ ID NO:308), Figure 128 (SEQ ID NO:321), Figure 131 (SEQ ID NO:329), Figure 135 (SEQ ID 
NO:336), Figure 138 (SEQ ID NO:345), Figure.141 (SEQ ID NO:351), Figure 144 (SEQ ID NO:357), Figure 
146 (SEQ ID NO.-362), Figure 148 (SEQ ID NO:369), Figure 150 (SEQ ID NO:374), Figure 152 (SEQ ID 
10 NO:379), Figure 154 (SEQ: ID NO:384), Figure 156 (SEQ ID NO:389), Figure 158 (SEQ ID NO:394), Figure 
160 (SEQ ID NO:399), Figure 162 (SEQ ID NO:404), Figure 164 (SEQ ID NO:409), Figure 166 (SEQ ID 
NO:414), Figure 168 (SEQ ID NO:419), Figure 170 (SEQ ID NO:424), Figure 172 (SEQ ID NO:429), Figure 
176 (SEQ ID NO.-436). Figure 178 (SEQ ID NO:441), Figure 180 (SEQ ID NO:446), Figure 182 (SEQ ID 
NO:451), Figure 184 (SEQ ID NO:453), Figure 186 (SEQ ID NO:455), Figure 189 (SEQ ID NO:458). Figure 
191 (SEQ ID NO:463), Figure .193 (SEQ ID NO:465), Figure 195 (SEQ ID NO:467), Figure 197 (SEQ ID 
NO:469), Figure 199 (SEQ ID NO:471), Figure 201 (SEQ ID NO:476), Figure 203 (SEQ ID NO:482), Figure 
206 (SEQ ID NO:487), Figure 208 (SEQ ID NO:495), Figure 210 (SEQ ID N0.497), Figure 212 (SEQ ID 
NO:505), Figure 214 (SEQ ID NO:507), Figure 216 (SEQ ID NO:509), Figure 218 (SEQ ID NO:514), Figure 
221 (SEQ ID NO:522), Figure 224 (SEQ ID NO:525), Figure 229 (SEQ ID NO:61 1), Figure 231 (SEQ ID 
20 NO:613), Figure 233 (SEQ ID NO:615) and Figure 235 (SEQ ID NO:617). 

3. Isolated nucleic acid having at least 80% nucleic acid sequence identity to a nucleotide sequence 
selected from the group consisting of the full-length coding sequence of the nucleotide sequence shown in Figure 
1 (SEQ ID NO:l), Figure 3 (SEQ ID NO:6), Figure 8 (SEQ ID NO: 18), Figure 10 (SEQ ID NO:27), Figure 

25 14 (SEQ ID NO:35), Figure 19 (SEQ ID NO:44), Figure 21 (SEQ ID NO:51), Figure 23 (SEQ ID NO:58), 
Figure 25 (SEQ ID NO:63), Figure 27 (SEQ ID NO:68), Figure' 29 (SEQ ID NO:73), Figure 32 (SEQ ID 
NO:84), Figure 34 (SEQ ID NO:89), Figure 36 (SEQ ID NO:96), Figure 38 (SEQ ID NO: 101), Figure 40 
(SEQ ID NO:108), Figure 42 (SEQ ID NO:113), Figure 44 (SEQ ID NO:118), Figure 46 (SEQ ID NO: 123), 
Figure 48 (SEQ ID NO:131), Figure 50 (SEQ ID NO:136), Figure 52 (SEQ ID NO:144). Figure 54 (SEQ ID 

30 NO: 149), Figure 58 (SEQ ID NO: 156), Figure 60 (SEQ ID NO: 161), Figure 62 (SEQ ID NO: 168), Figure 65 
(SEQ ID NO:177), Figure 67 (SEQ ID NO:182), Figure 69 (SEQ ID NO:189), Figure 72 (SEQ ID NO:195), 
Figure 74 (SEQ ID NO:205), Figure 76 (SEQ ID NO:210), Figure 78 (SEQ ID NO:215), Figure 80 (SEQ ID 
NO:220), Figure 82 (SEQ ID NO:225), Figure 84 (SEQ ID NO:230), Figure 86 (SEQ ID NO:235), Figure 88 
(SEQ ID NO:244), Figure 90 (SEQ ID NO:253), Figure 92 (SEQ ID NO:258), Figure 94 (SEQ ID NO:263), 

35 Figure 97 (SEQ ID NO:269). Figure 108 (SEQ ID NO:283), Figure 1 17 (SEQ ID NO:295), Figure 1 19 (SEQ 
ID NO:300), Figure 121 (SEQ ID NO:302), Figure 124 (SEQ ID NO:308), Figure 128 (SEQ ID NO:321), 
Figure 131 (SEQ ID NO:329), Figure 135 (SEQ ID NO:336), Figure 138 (SEQ ID NO:345), Figure 141 (SEQ 
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ID NO:351), Figure 144 (SEQ ID NO:357), Figure 146 (SEQ ID NO:362), Figure 148 (SEQ ID NO:369). 
Figure 150 (SEQ ID NO:374), Figure 152 (SEQ ID NO:379), Figure 154 (SEQ ID NO:384), Figure 156 (SEQ 
ID NO:389), Figure 158 (SEQ ID NO:394), Figure 160 (SEQ ID NO:399), Figure 162 (SEQ ID NO:404), 
Figure 164 (SEQ ID NO:409), Figure 166 (SEQ ID NO:414), Figure 168 (SEQ ID NO:419), Figure 170 (SEQ 
ID NO:424), Figure 172 (SEQ ID NO:429), Figure 176 (SEQ ID NO:436), Figure 178 (SEQ ID NO:441), 
Figure 180 (SEQ ID NO:446), Figure 182 (SEQ ID NO:451). Figure 184 (SEQ ID NO:453), Figure 186 (SEQ 
ID NO:455), Figure 189 (SEQ ID NO:458), Figure 191 (SEQ ID NO:463), Figure 193 (SEQ ID NO:465), 
Figure 195 (SEQ ID NO:467), Figure 197 (SEQ ID NO:469), Figure 199 (SEQ ID NO:471), Figure 201 (SEQ 
ID NO:476), Figure 203 (SEQ ID NO:482), Figure 206 (SEQ ID NO:487), Figure 208 (SEQ ID NO:495), 
Figure 210 (SEQ ID NO:497), Figure 212 (SEQ ID NQ:505), Figure 214 (SEQ ID NO:507), Figure 216 (SEQ 
ID NO:509), Figure 218 (SEQ ID NO:514), Figure 221 (SEQ ID NO:522). Figure 224 (SEQ ID NO:525), 
Figure 229 (SEQ ID NO:61 1), Figure, 231 (SEQ ID NO:613). Figure 233 (SEQ. ID NO:615) and Figure 235 
(SEQ ID NO.-617). 

4. Isolated nucleic acid having at least 80% nucleic acid sequence identity to the full-length coding 
sequence of the DNA deposited under ATCC accession number ATCC 209791 , ATCC 209786, ATCC 209788, 
ATCC 209787, ATCC 209789, ATCC 209617, ATCC 209620, ATCC 209616, ATCC 209679, ATCC 209654, 
ATCC 209655, ATCC 209656, ATCC 209721 , ATCC 209717, ATCC 209716, ATCC209722, ATCC 209668, 
ATCC 209670, ATCC 20971 8, ATCC 209784, ATCC 209703, ATCC 209808, ATCC 209810, ATCC 209699, 
ATCC 20981 1 , ATCC 209813, ATCC 209705, ATCC 209806, ATCC 209809, ATCC 209805, ATCC 2098 12, 
ATCC 209844, ATCC 209847, ATCC 209845. ATCC 209843 , ATCC 209846, ATCC 209750, ATCC 209848, 
ATCC 20985 1 , ATCC 209754, ATCC 209747, ATCC 209861 , ATCC 209862, ATCC 209867, ATCC 209879, 
ATCC 209868, ATCC 209869, ATCC 209775 , ATCC 209772, ATCC 209774, ATCC 209777, ATCC 209905, 
ATCC 209855, ATCC 209910, ATCC 209424, ATCC 209720, ATCC 209714, ATCC 209785, ATCC 20991 1 , 
ATCC 209669, ATCC 209704, ATCC 209702, ATCC 209701 , ATCC 209700, ATCC 209814, ATCC 209715, 
ATCC 209807, ATCC 209753, ATCC 209749, ATCC 209748, ATCC 209842, ATCC 209849, ATCC 209880, 
ATCC 209864, ATCC 209882, ATCC 209883, ATCC 209865, ATCC 209866. ATCC 209857, ATCC 209870, 
ATCC 209859, ATCC 209653, ATCC 209389, ATCC 209386, ATCC 203242, ATCC 203243, ATCC 209783, 
ATCC 209487. ATCC 20968a, 240-PTA or ATCC 209773. 

5. A vector comprising the nucleic acid of any one of Claims 1 to 4. 

6. The vector of Claim 5 operably linked to control sequences recognized by a host cell 
transformed with the vector. , 

7. A host cell comprising the vector of Claim 5. 

8. The host cell of Claim 7, wherein said cell is a CHO cell. 
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9. The host cell of Claim 7, wherein said cell is an E, coli. 

10. The host cell of Claim 7, wherein said cell is a yeast cell. 

11. A process for producing a PRO polypeptides comprising culturing the host cell of Claim 7 
5 under conditions suitable for expression of said PRO polypeptide and recovering said PRO polypeptide from the 

cell culture. 

12. An isolated polypeptide having at least 80% amino acid sequence identity to an amino acid 
sequence selected from the group consisting of the amino acid^equence shown in Figure 2 (SEQ ID NO:2), 

10 Figure 4 (SEQ ID NO:7), Figure 9 (SEQ ID NO: 19), Figure llJsEQ ID NO:28), Figure 15 (SEQ ID NO:36), 
Figure 20 (SEQ ID NO:45), Figure 22 (SEQ ID NO:52), Figure 24 (SEQ ID NO:59) t Figure 26 (SEQ ID 
NO:64), Figure 28 (SEQ ID NO:69), Figure 30 (SEQ ID NO: 74)^ Figure 33 (SEQ ID NO:85), Figure 35 (SEQ 
ID NO:90), Figure 37 (SEQ ID NO:97), Figure 39 (SEQ ID NO: 102), Figure 41 (SEQ ID NO: 109), Figure 
43 (SEQ ID NO: 1 14), Figure 45 (SEQ ID NO: 1 19), Figure 47 (SEQ ID NO: 124), Figure 49 (SEQ ID NO: 132), 
15 Figure 51 (SEQ ID NO:137), Figure 53 (SEQ ID NO:145), Figure 55 (SEQ ID NO: 150), Figure 59 (SEQ ID 
NO: 157), Figure 61 (SEQ ID NO: 162), Figure 63 (SEQ ID NO: 169), Figure 66 (SEQ ID NO: 178), Figure 68 
(SEQ ID NO: 183), Figure 70 (SEQ ID NO: 190), Figure 73 (SEQ ID NO: 196), Figure 75 (SEQ ID NO:206), 
Figure 77 (SEQ ID NO:21 1), Figure .79 (SEQ ID NO:216), Figure 81 (SEQ ID NO:221), Figure 83 (SEQ ID 
NO:226), Figure 85 (SEQ ID NO:231), Figure 87 (SEQ ID NO:236), Figure 89 (SEQ ID NO:245), Figure 91 

20 (SEQ ID NO:254), Figure 93 (SEQ ID NO:259), Figure 95 (SEQ ID NO:264) ? Figure 98 (SEQ ID NO:270), 
Figure 109 (SEQ ID NO:284), Figure 1 18 (SEQ ID NO:296), Figure 120 (SEQ ID NO:301), Figure 122 (SEQ 
ID NO:303), Figure 125 (SEQ ID NO:309), Figure 129 (SEQ ID NO:322), Figure 132 (SEQ ID NO:330), 
Figure 136 (SEQ ID NO:337), Figure 139 (SEQ ID NO:346), Figure 142 (SEQ ID NO:352), Figure 145 (SEQ 
ID NO:358), Figure 147 (SEQ ID NO:363), Figure 149 (SEQ ID NO:370), Figure 151 (SEQ ID NO:375), 

25 Figure 153 (SEQ ID NO: 380), Figure 155 (SEQ ID NO:385), Figure 157 (SEQ ID NO:390), Figure 159 (SEQ 
ID NO:395), Figure 161 (SEQ ID NO:400), Figure 163 (SEQ ID NO:405), Figure 165 (SEQ ID NO.410), 
Figure 167 (SEQ ID NO:415), Figure 169 (SEQ ID NO:420), Figure 171 (SEQ ID NO:425), Figure 173 (SEQ 
ID NO:430), Figure 177 (SEQ ID NO:437), Figure 179 (SEQ ID NO:442), Figure 181 (SEQ ID NO:447), 
Figure 183 (SEQ ID NO:452), Figure 185 (SEQ ID NO:454), Figure 187 (SEQ ID NO:456), Figure 190 (SEQ 

30 ID NO:459), Figure 192 (SEQ ID NO:464), Figure 194 (SEQ ID NO:466), Figure 196 (SEQ ID NO:468), 
Figure 198 (SEQ ID NO:470), Figure 200 (SEQ ID NO:472), Figure 202 (SEQ ID NO:477), Figure 204 (SEQ 
ID NO:483), Figure 207 (SEQ ID NO:488), Figure 209 (SEQ ID NO:496), Figure 211 (SEQ ID NO:498), 
Figure 213 (SEQ ID NO:506), Figure 215 (SEQ ID NO:508), Figure 217 (SEQ ID NO:510), Figure 219 (SEQ 
ID NO:515), Figure 222 (SEQ ID NO:523), Figure 225 (SEQ ID NO:526), Figure 230 (SEQ ID NO:612), 

35 Figure 232 (SEQ ID NO:614), Figure 234 (SEQ ID NO:616) and Figure 236 (SEQ ID NO:618). 
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13. An isolated polypeptide scoring at least 80% positives when compared to an amino acid 
sequence selected from the group consisting of the amino acid sequence shown in Figure 2 (SEQ ID NO:2). 
Figure 4 (SEQ ID NO:7). Figure 9 (SEQ ID NO: 19), Figure 1 1 (SEQ ID NO:28), Figure 15 (SEQ ID NO:36), 
Figure 20 (SEQ ID NO:45), Figure 22 (SEQ ID NO:52), Figure 24 (SEQ ID NO:59), Figure 26 (SEQ ID 
NO:64), Figure 28 (SEQ ID NO:69), Figure 30 (SEQ ID NO:74), Figure 33 (SEQ ID NO:85), Figure 35 (SEQ 
ID NO:90), Figure 37 (SEQ ID NO:97), Figure 39 (SEQ ID NO: 102), Figure 41 (SEQ ID NO: 109), Figure 
43 (SEQ ID NO: 1 14), Figure 45 (SEQ ID NO: 1 19), Figure 47 (SEQ ID NO: 124), Figure 49 (SEQ ID NO: 132), 
Figure 51 (SEQ ID NO:137), Figure 53 (SEQ ID NOM45), Figure 55 (SEQ ID NO:150), Figure 59 (SEQ ID 
NO:157), Figure 61 (SEQ ID NO:162), Figure 63 (SEQ ID NO:169), Figure 66 (SEQ ID NO:178), Figure 68 
(SEQ ID NO.-183), Figure 70 (SEQ ID NO: 190), Figure 73 (SEQ ID NO:196), Figure 75 (SEQ ID NO:206), 
Figure 77 (SEQ ID NO:211), Figure 79 (SEQ ID NO:216), Figure 81 (SEQ ID NO:221), Figure 83 (SEQ ID 
NO:226), Figure 85 (SEQ ID NO:231), Figure 87 (SEQ ID NO:236), Figure 89 (SEQ ID NO:245), Figure 91 
(SEQ ID NO:254), Figure 93 (SEQ ID NO:259), Figure 95 (SEQ ID NO:264), Figure 98 (SEQ ID NO:270), 
Figure 109 (SEQ ID NO:284), Figure 1 18 (SEQ ID NO:296), Figure 120 (SEQ ID NO:301), Figure 122 (SEQ 
ID NO:303), Figure 125 (SEQ ID NO:309), Figure 129 (SEQ ID NO:322), Figure 132 (SEQ ID NO:330), 
Figure 136 (SEQ IDNO:337), Figure 139(SEQID NO:346), Figure 142 (SEQ ID NO:352), Figure 145 (SEQ 
ID NO:358), Figure 147 (SEQ ID NO:363), Figure 149 (SEQ ID NO:370), Figure 151 (SEQ ID NO:375), 
Figure 153 (SEQ ID NO:380), Figure 155 (SEQ ID NO:385), Figure 157 (SEQ ID NO-.390), Figure 159 (SEQ 
ID NO:395), Figure 161 (SEQ ID NO:400), Figure 163 (SEQ ID NO:405),-Figure 165 (SEQ ID NO:4l0), 
Figure 167 (SEQ ID NO:415), Figure 169 (SEQ ID NO:420), Figure 171 (SEQ ID NO:425), Figure 173 (SEQ 
ID NO:430), Figure 177 (SEQ ID NO:437), Figure 179 (SEQ ID NO:442), Figure 181 (SEQ ID NO:447), 
Figure 183 (SEQ ID NO:452), Figure 185 (SEQ ID NO:454), Figure .187 (SEQ ID NO:456), Figure 190 (SEQ 
ID NO:459), Figure 192 (SEQ ID NO:464), Figure 194 (SEQ ID NO: 466), Figure 196 (SEQ ID NO:468), 
Figure 198 (SEQ ID NO:470), Figure 200 (SEQ ID NO:472), Figure 202 (SEQ ID NO:477), Figure 204 (SEQ 
ID NO:483), Figure 207 (SEQ ID NO:488), Figure 209 (SEQ ID NO:496), Figure 211 (SEQ ID NO:498), 
Figure 213 (SEQ ID NO:506), Figure 215 (SEQ ID NO:508), Figure 217 (SEQ ID NO:510), Figure 219 (SEQ 
ID NO:515), Figure 222 (SEQ ID NO:523), Figure 225 (SEQ ID NO:526), Figure 230 (SEQ ID NO^H), 
Figure 232 (SEQ ID NO:614), Figure 234 (SEQ ID NO:616) and Figure 236 (SEQ ID NO:618). 

14. An isolated polypeptide having at least 80% amino acid sequence identity to an amino acid 
30 sequence encoded by the full-length coding sequence of the DNA deposited under ATCC accession number 
ATCC 209791 , ATCC 209786, ATCC 209788, ATCC 209787, ATCC 209789, ATCC 209617, ATCC 209620, 
ATCC 2096 16, ATCC 209679, ATCC 209654, ATCC 209655, ATCC 209656, ATCC 209721 , ATCC 2097 1 7, 
ATCC 20971 6, ATCC 209722, ATCC 209668, ATCC 209670, ATCC 209718, ATCC 209784, ATCC 209703, 
ATCC 209808, ATCC 209810, ATCC 209699, ATCC 2098 11. ATCC 20981 3, ATCC 209705, ATCC 209806, 
35 ATCC209809, ATCC 209805, ATCC 209812, ATCC 209844, ATCC209847, ATCC209845, ATCC209843, 
ATCC 209846, ATCC 209750, ATCC 209848, ATCC 209851 , ATCC 209754, ATCC 209747, ATCC 209861 , 
ATCC 209862, ATCC 209867, ATCC 209879, ATCC 209868, ATCC 209869, ATCC 209775, ATCC 209772, 
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ATCC 209774, ATCC 209777, ATCC 209905. ATCC 209855, ATCC 209910, ATCC 209424, ATCC 209720, 
ATCC 209714, ATCC 209785, ATCC 20991 1 , ATCC 209669, ATCC 209704, ATCC 209702, ATCC 209701 . 
ATCC 209700, ATCC 209814, ATCC 2097 15, ATCC 209807, ATCC 209753, ATCC 209749, ATCC 209748, 
ATCC209842, ATCC 209849, ATCC 209880, ATCC 209864, ATCC 209882, ATCC 209883, ATCC 209865, 
ATCC 209866, ATCC 209857, ATCC 209870. ATCC 209859, ATCC 209653, ATCC 209389, ATCC 209386, 
5 ATCC 203242, ATCC 203243. ATCC 209783, ATCC 209487. ATCC 209680. 240-FTA or ATCC 209773. 

15. A chimeric molecule comprising a polypeptide according to any one of Claims 1 2 to 1 4 fused 
to a heterologous amino acid sequence. 

10 16 - The chimeric molecule of Claim 15, wherein said heterologous amino acid sequence is an 

epitope tag sequence. 

17. The chimeric molecule of Claim 1 5 , wherein said heterologous amino acid sequence is a Fc 
region of an immunoglobulin. 

15 - _ . • . . .... . . 

18. An antibody which specifically binds to a polypeptide according to any one of Claims 1 2 to 

14. 

. . ; 19 - The antibody of Claim 18, wherein said antibody is a monoclonal antibody, a humanized 
20 antibody or a single-chain antibody. 

20. Isolated nucleic acid having at least 80% nucleic acid sequence identity to: 
(a) a nucleotide sequence encoding the polypeptide shown in Figure 2 (SEQ ID NO:2), Figure 4 
(SEQ ID NO:7), Figure 9 (SEQ ID NO: 19), Figure 11 (SEQ ID NO:28), Figure 15 (SEQ ID NO:36), Figure 
25 20 (SEQ ID NO:45), Figure 22 (SEQ ID NO:52), Figure 24 (SEQ ID NO:59), Figure 26 (SEQ ID NO:64), 
Figure 28 (SEQ ID NO:69), Figure 30 (SEQ ID NO:74), Figure 33 (SEQ ID NO:85), Figure 35 (SEQ ID 
NO:90). Figure 37 (SEQ ID NO:97). Figure 39 (SEQ ID NO: 102), Figure 41 (SEQ ID NO: 109), Figure 43 
(SEQ ID NO: 1 14), Figure 45 (SEQ ID NO: 1 19). Figure 47 (SEQ ID NO: 124), Figure 49 (SEQ ID NO: 132), 
Figure 51 (SEQ ID NO:137), Figure 53 (SEQ ID NO:145), Figure 55 (SEQ ID NO:150), Figure 59 (SEQ ID 
NO: 157), Figure 61 (SEQ ID NO: 162), Figure 63 (SEQ ID NO: 169), Figure 66 (SEQ ID NO: 178), Figure 68 
(SEQ ID NO:183). Figure 70 (SEQ ID NO.190), Figure 73 (SEQ ID NO:196), Figure 75 (SEQ ID NO:206), 
Figure 77 (SEQ ID NO:211). Figure 79 (SEQ ID NO:216), Figure 81 (SEQ ID NO:221). Figure 83 (SEQ ID 
NO:226). Figure 85 (SEQ ID NO:231), Figure 87 (SEQ ID NO:236). Figure 89 (SEQ ID NO:245), Figure 91 
(SEQ ID NO:254), Figure 93 (SEQ ID NO:259). Figure 95 (SEQ ID NO:264), Figure 98 (SEQ ID NO:270). 
Figure 109 (SEQ ID NO:284). Figure 1 18 (SEQ ID NO:296). Figure 120 (SEQ ID NO:301). Figure 122 (SEQ 
ID NO:303), Figure 125 (SEQ ID NO:309). Figure 129 (SEQ ID NO:322), Figure 132 (SEQ ID NO:330), 
Figure 136 (SEQ ID NO:337). Figure 139 (SEQ ID NO:346), Figure 142 (SEQ ID NO:352), Figure 145 (SEQ 
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ID NO:358), Figure 147 (SEQ ID NO:363), Figure 149 (SEQ ID NO:370), Figure 151 (SEQ ID NO:375). 
Figure 153 (SEQ ID NO:380), Figure 155 (SEQ ID NO:385), Figure 157 (SEQ ID NO:390), Figure 159 (SEQ 
ID NO:395), Figure 161 (SEQ ID NO:400), Figure 163 (SEQ ID NO:405), Figure 165 (SEQ ID NO:410), 
Figure 167 (SEQ ID NO:415), Figure 169 (SEQ ID NO:420), Figure 171 (SEQ ID NO:425), Figure 173 (SEQ 
ID NO:430), Figure 177 (SEQ ID NO:437), Figure 179 (SEQ ID NO:442), Figure 181 (SEQ ID NO:447), 
Figure 183 (SEQ ID NO:452), Figure 185 (SEQ ID NO:454), Figure 187 (SEQ ID NO:456), Figure 190 (SEQ 
ID NO:459), Figure 192 (SEQ ID NO:464), Figure 194 (SEQ ID NO:466), Figure 196 (SEQ ID NO:468). 
Figure 198 (SEQ ID NO:470), Figure 200 (SEQ ID NO:472), Figure 202 (SEQ ID NO:477), Figure 204 (SEQ 
ID NO:483), Figure 207 (SEQ ID NO:488), Figure 209 (SEQ ID NO:496), Figure 211 (SEQ ID NO:498), 
Figure 213 (SEQ ID NO.-506), Figure 215 (SEQ ID NO.508), Figure 217 (SEQ ID NO: 510), Figure 219 (SEQ 
ID NO:515), Figure 222 (SEQ ID NO:523), Figure 225 (SEQ ID NO:526), Figure 230 (SEQ ID NO:612), 
Figure 232 (SEQ ID NO:614), Figure 234 (SEQ ID NO:616) or Figure 236 (SEQ ID NO:618), lacking its 
associated signal peptide; - 

(b) a nucleotide.sequence encoding an extracellular domain of the polypeptide shown in Figure 2 
(SEQ ID NO:2), Figure 4 (SEQ ID NO:7), Figure 9 (SEQ ID NO: 19), Figure 11 (SEQ ID NO:28). Figure 15 
(SEQ ID NO: 36), Figure 20 (SEQ ID NO:45), Figure 22 (SEQ ID NO:52), Figure 24 (SEQ ID NO:59), Figure 
26 (SEQ ID NO:64), Figure 28 (SEQ ID NO:69), Figure 30 (SEQ ID NO:74), Figure 33 (SEQ ID NO:85), 
Figure 35 (SEQ ID NO:90), Figure 37 (SEQ ID NO:97), Figure 39 (SEQ ID NO: 102), Figure 41 (SEQ ID 
NO:109), Figure 43 (SEQ ID NO: 114), Figure 45 (SEQ ID NO: 1 19), Figure 47 (SEQ ID NO: 124), Figure 49. 
(SEQ ID NO: 132), Figure 51 (SEQ ID NO: 137), Figure 53 (SEQ ID NO.145), Figure 55 (SEQ ID NO:150), 
Figure 59 (SEQ ID NO:157), Figure 61 (SEQ ID NO: 162), Figure 63 (SEQ ID NO: 169). Figure 66 (SEQ ID 
NO:178), Figure 68 (SEQ ID NO: 1 83), Figure 70 (SEQ ID NO: 190) Figure 73 (SEQ ID NO:196), Figure 75 
(SEQ ID ^0:206), Figure 77 (SEQ ID NO:21 1), Figure 79 (SEQ ID NO:216), Figure 81 (SEQ ID NO:221), 
Figure 83 (SEQ ID NO:226), Figure 85 (SEQ ID NO.231), Figure 87 (SEQ ID NO:236), Figure 89 (SEQ ID 
NO:245), Figure 91 (SEQ ID NO.-254). Figure 93 (SEQ ID NO:259), Figure 95 (SEQ ID NO:264), Figure 98 
(SEQ ID NO:270), Figure 109 (SEQ ID NO: 284), Figure 118 (SEQ ID NO:296). Figure 120 (SEQ ID 
NO:301), Figure 122 (SEQ ID NO:303), Figure 125 (SEQ ID NO:309), Figure 129 (SEQ ID NO:322), Figure 
132 (SEQ ID NO:330), Figure 136 (SEQ ID NO:337), Figure 139 (SEQ ID NO:346), Figure 142 (SEQ ID 
NO:352), Figure 145 (SEQ ID NO:358). Figure 147 (SEQ ID NO:363). Figure 149 (SEQ ID NO.370), Figure 
151 (SEQ ID NO:375), Figure 153 (SEQ ID NO:380), Figure 155 (SEQ ID NO:385), Figure 157 (SEQ ID 
NO:390), Figure 159 (SEQ ID NO:395), Figure 161 (SEQ ID NO:400), Figure 163 (SEQ ID NO:405), Figure 
165 (SEQ ID NO:410), Figure 167 (SEQ ID NO:415). Figure 169 (SEQ ID NO.-420). Figure 171 (SEQ ID 
NO:425), Figure 173 (SEQ ID NO:430), Figure 177 (SEQ ID NO:437), Figure 179 (SEQ ID NO:442), Figure 
181 (SEQ ID NO:447), Figure 183 (SEQ ID NO:452). Figure 185 (SEQ ID NO:454) ; Figure 187 (SEQ ID 
NO:456), Figure 190 (SEQ ID NO:459), Figure 192 (SEQ ID NO:464), Figure 194 (SEQ ID NO:466), Figure 
196 (SEQ ID NO.-468), Figure 198 (SEQ ID NO:470), Figure 200 (SEQ ID NO:472), Figure 202 (SEQ ID 
NO:477), Figure 204 (SEQ ID NO:483), Figure 207 (SEQ ID NO:488), Figure 209 (SEQ ID NO:496), Figure 
211 (SEQ ID NO:498), Figure 213 (SEQ ID NO:506), Figure 215 (SEQ ID NO:508). Figure 217 (SEQ ID 
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NO:510), Figure 219 (SEQ ID NO:515). Figure 222 (SEQ ID NO:523), Figure 225 (SEQ ID NO:526), Figure 
230 (SEQ ID NO:612), Figure 232 (SEQ ID NO:614), Figure 234 (SEQ ID NO:616) or Figure 236 (SEQ ID 
NO:618), with its associated signal peptide; or 

(c) a nucleotide sequence encoding an extracellular domain of the polypeptide shown in Figure 2 
(SEQ ID NO:2), Figure 4 (SEQ ID NO:7), Figure 9 (SEQ ID NO: 19), Figure 1 1 (SEQ ID NO:28), Figure 15 
(SEQ ID NO:36), Figure 20 (SEQ ID NO:45), Figure 22 (SEQ ID NO:52), Figure 24 (SEQ ID NO:59), Figure 
26 (SEQ ID NO:64), Figure 28 (SEQ ID NO:69), Figure 30 (SEQ ID NO:74), Figure 33 (SEQ ID NO:85), 
Figure 35 (SEQ ID NO:90), Figure 37 (SEQ ID NO:97), Figure 39 (SEQ ID NO: 102), Figure 41 (SEQ ID 
NO: 109), Figure 43 (SEQ ID NO: 114), Figure 45 (SEQ ID NO: 1 19), Figure 47 (SEQ ID NO: 124), Figure 49 
(SEQ ID NO: 132), Figure 51 (SEQ ID NO:137), Figure 53 (SEQ ID NO: 145), Figure 55 (SEQ ID NO: 150). 
Figure 59 (SEQ ID NO: 157), Figure 61 (SEQ ID NO: 162), Figure 63 (SEQ ID NO: 169), Figure 66 (SEQ ID 
NO: 1 78), Figure 68 (SEQ ID NO: 183), Figure 70 (SEQ ID NO: 190), Figure 73 (SEQ ID NO: 196), Figure 75 
(SEQ ID NO:206), Figure 77 (SEQ ID NO:21 1), Figure 79 (SEQ ID NO:216), Figure 81 (SEQ ID NO:221), 
Figure 83 (SEQ ID NO:226), Figure 85 (SEQ ID NO:231), Figure 87 (SEQ ID NO:236), Figure 89 (SEQ ID 
NO:245), Figure 91 (SEQ ID NO:254), Figure 93 (SEQ ID NO:259), Figure 95 (SEQ ID NO:264), Figure 98 
(SEQ ID NO:270), Figure 109 (SEQ ID NO:284), Figure 118 (SEQ ID NO:296), Figure 120 (SEQ ID 
NO:301), Figure 122 (SEQ ID NO:303), Figure 125 (SEQ ID NO:309), Figure 129 (SEQ ID NO:322), Figure 
132 (SEQ ID NO:330), Figure 136 (SEQ ID NO:337), Figure 139 (SEQ ID NO:346), Figure 142 (SEQ ID 
NO:352), Figure 145 (SEQ ID NO:358), Figure 147 (SEQ ID NO:363), Figure 149 (SEQ ID NO:370), Figure 
151 (SEQ ID NO:375), Figure 153 (SEQ ID NO:380), Figure 155 (SEQ ID NO:385), Figure 157 (SEQ ID 
NO:390), Figure 159 (SEQ ID NO:395), Figure 161 (SEQ ID NO:400), Figure 163 (SEQ ID NO:405), Figure 
165 (SEQ ID NO:410), Figure 167 (SEQ ID NO:415), Figure 169 (SEQ ID NO:420), Figure 171 (SEQ ID 
NO:425), Figure 173 (SEQ ID NO:430), Figure 177 (SEQ ID NO:437), Figure 179 (SEQ ID NO:442), Figure 
181 (SEQ ID NO:447), Figure 183 (SEQ ID NO:452), Figure 185 (SEQ ID NO:454), Figure 187 (SEQ ID 
NO:456), Figure 190 (SEQ ID NO:459), Figure 192 (SEQ ID NO:464), Figure 194 (SEQ ID NO:466), Figure 
196 (SEQ ID NO.-468), Figure 198 (SEQ ID NO:470), Figure 200 (SEQ ID NO:472), Figure 202 (SEQ ID 
NO:477), Figure 204 (SEQ ID NO:483), Figure 207 (SEQ ID NO:488), Figure 209 (SEQ ID NO:496), Figure 
211 (SEQ ID NO:498), Figure 213 (SEQ ID NO:506), Figure 215 (SEQ ID NO:508), Figure 217 (SEQ ID 
NO:510), Figure 219 (SEQ ID NO:515), Figure 222 (SEQ ID NO:523), Figure 225 (SEQ ID NO:526), Figure 
230 (SEQ ID NO:612), Figure 232 (SEQ ID NO:614), Figure 234 (SEQ ID NO:616) or Figure 236 (SEQ ID 
30 NO:618), lacking its associated signal peptide. 

21 . An isolated polypeptide having at least 80% amino acid sequence identity to: 
(a) the polypeptide shown in Figure 2 (SEQ ID NO:2), Figure 4 (SEQ ID NO:7), Figure 9 (SEQ 
ID NO: 19), Figure 1 1 (SEQ ID NO:28), Figure 15 (SEQ ID NO:36), Figure 20 (SEQ ID NO:45), Figure 22 
(SEQ ID NO:52), Figure 24 (SEQ ID NO:59), Figure 26 (SEQ ID NO:64), Figure 28 (SEQ ID NO:69), Figure 
30 (SEQ ID NO:74), Figure 33 (SEQ ID NO:85). Figure 35 (SEQ ID NO:90), Figure 37 (SEQ ID NO:97), 
Figure 39 (SEQ ID NO: 102), Figure 41 (SEQ ID NO: 109), Figure 43 (SEQ ID NO: 1 14), Figure 45 (SEQ ID 
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NO: 119), Figure 47 (SEQ ID NO: 124), Figure 49 (SEQ ID NO: 132), FigureSl (SEQ ID NO: 137), Figure 53 
(SEQ ID NO:145), Figure 55 (SEQ ID NO:150), Figure 59 (SEQ ID NO:157), Figure 61 (SEQ ID NO:162), 
Figure 63 (SEQ ID NO:169), Figure 66 (SEQ ID NO:178), Figure 68 (SEQ ID NO:183), Figure 70 (SEQ ID 
NO: 190), Figure 73 (SEQ ID NO: 196), Figure 75 (SEQ ID NO:206). Figure 77 (SEQ ID NO:21 1), Figure 79 
(SEQ ID NO:216), Figure 81 (SEQ ID NO:221), Figure 83 (SEQ ID NO:226), Figure 85 (SEQ ID NO:231), 
Figure 87 (SEQ ID NO:236), Figure 89 (SEQ ID NO:245). Figure 91 (SEQ ID NO:254). Figure 93 (SEQ ID 
NO:259), Figure 95 (SEQ ID NO:264), Figure 98 (SEQ ID NO:270), Figure 109 (SEQ ID NO:284), Figure 
118 (SEQ ID NO.-296), Figure 120 (SEQ ID NO:301), Figure 122 (SEQ ID NO:303), Figure 125 (SEQ ID 
NO:309), Figure 129 (SEQ ID NO:322), Figure 132 (SEQ ID NO:330), Figure 136 (SEQ ID NO:337), Figure 
139 (SEQ.ID NO:346), Figure 142 (SEQ ID NO:352), Figure 145 (SEQ ID NO:358), Figure 147 (SEQ ID 

NO: ^ 3) ' RgUre 149 <S ^ Q ID NO:370) ' Figure 151 < SE Q ID NO:37 5). Figure 153 (SEQ ID NO:380), Figure 
155 (SEQ ID NO:385), Figure 157 (SEQ ID NO:390), Figure 159 (SEQ ID NO:395), Figure 161 (SEQ ID 
NO:400), Figure 163 (SEQ ID NO:405), Figure 165 (SEQ ID NO:410), Figure 167 (SEQ ID NO:415), Figure 
169 (SEQ ID NO:420), Figure 171 (SEQ ID NO:425), Figure 173 (SEQ ID NO:430), Figure 177 (SEQJD 
NO:437), Figure 179 (SEQ ID NO:442), Figure 181 (SEQ ID NO:447), Figure 183 (SEQ ID NO:452), Figure 
185 (SEQ ID NO:454), Figure 187 (SEQ ID NO:456), Figure 190 (SEQ ID NO:459), Figure 192 (SEQ ID 
NO:464), Figure 194 (SEQ ID NO:466), Figure 196 (SEQ ID NO:468), Figure 198 (SEQ ID NO:470), Figure 
200 (SEQ ID NO:472). Figure 202 (SEQ ID NO:477), Figure 204 (SEQ ID NO:483), Figure 207 (SEQ ID 
NO:488), Figure 209 (SEQ ID NO:496), Figure 21 1 (SEQ ID NO:498), Figure 213 (SEQ ID NO:506), Figure 
215 (SEQ ID NO:508), Figure 217 (SEQ ID NO:510), Figure 219 (SEQ ID NO:515), Figure 222 (SEQ ID 
NO:523), Figure 225 (SEQ ID NO:526), Figure 230 (SEQ ID NO:612), Figure 232 (SEQ ID NO:614), Figure 
234 (SEQ ID NO:616) or Figure 236 (SEQ ID NO:618). lacking its associated signal peptide; 

(b) an extracellular domain of the polypeptide shown in Figure 2 (SEQ ID NO:2), Figure 4 (SEQ 
ID NO:7), Figure 9 (SEQ ID NO: 19), Figure 1 1 (SEQ ID NO:28), Figure 15 (SEQ ID NO:36), Figure 20 (SEQ 
ID NO:45), Figure 22 (SEQ ID NO:52), Figure 24 (SEQ ID NO:59), Figure 26 (SEQ ID NO:64), Figure 28 
(SEQ ID NO:69), Figure 30 (SEQ ID NO:74), Figure 33 (SEQ ID NO:85), Figure 35 (SEQ ID NO:90), Figure 
37 (SEQ ID NO:97), Figure 39 (SEQ ID NO: 102), Figure 41 (SEQ ID NO: 109), Figure 43 (SEQ ID NO: 1 14), 
Figure 45 (SEQ ID NO: 119), Figure 47 (SEQ ID NO: 124), Figure 49 (SEQ ID NO: 132), Figure 51 (SEQ ID 
NO:137), Figure 53 (SEQ ID NO:145), Figure 55 (SEQ ID NO:150), Figure 59 (SEQ ID NO:157), Figure 61 
(SEQ ID NO:162), Figure 63 (SEQ ID NO:169), Figure 66 (SEQ ID NO:178), Figure 68 (SEQ ID NO.183), 
Figure 70 (SEQ ID NO: 190), Figure 73 (SEQ ID NO: 196), Figure 75 (SEQ ID NO:206), Figure 77 (SEQ ID 
NO:211), Figure 79 (SEQ ID NO:216), Figure 81 (SEQ ID NO:221), Figure 83 (SEQ ID NO:226), Figure 85 
(SEQ ID NO:231), Figure 87 (SEQ ID NO:236), Figure 89 (SEQ ID NO:245), Figure 91 (SEQ ID NO:254), 
Figure 93 (SEQ ID NO:259), Figure 95 (SEQ ID NO:264), Figure 98 (SEQ ID NO:270), Figure 109 (SEQ ID 
• NO:284), Figure 1 18 (SEQ ID NO:296), Figure 120 (SEQ ID NO:301), Figure 122 (SEQ ID NO:303), Figure 
125 (SEQ ID NO:309), Figure 129 (SEQ ID NO:322). Figure 132 (SEQ ID NO:330), Figure 136 (SEQ ID 
NO:337), Figure 139 (SEQ ID NO:346), Figure 142 (SEQ ID NO:352), Figure 145 (SEQ ID NO:358), Figure 
147 (SEQ ID NO:363), Figure 149 (SEQ ID NO:370), Figure 151 (SEQ ID NO:375), Figure 153 (SEQ ID 
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NO:380), Figure 155 (SEQ ID NO:385), Figure 157 (SEQ ID NO:390), Figure 159 (SEQ ID NO:395), Figure 
161 (SEQ ID NO:400), Figure 163 (SEQ ID NO:405), Figure 165 (SEQ ID NO:4I0), Figure 167 (SEQ ID 
NO:415). Figure 169 (SEQ ID NO:420), Figure 171 (SEQ ID NO:425). Figure 173 (SEQ ID NO:430). Figure 
177 (SEQ ID NO:437), Figure 179 (SEQ ID NO:442), Figure 181 (SEQ ID NO:447), Figure 183 (SEQ ID 
NO:452), Figure 185 (SEQ ID NO:454), Figure 187 (SEQ ID NO:456), Figure 190 (SEQ ID NO:459), Figure 
5 192 (SEQ ID NO:464), Figure 194 (SEQ ID NO:466), Figure 196 (SEQ ID NO:468), Figure 198 (SEQ ID 
NO:470), Figure 200 (SEQ ID NO:472), Figure 202 (SEQ ID NO:477), Figure 204 (SEQ ID NO:483), Figure 
207 (SEQ ID NO:488), Figure 209 (SEQ ID NO:496), Figure 211 (SEQ ID NO:498), Figure 213 (SEQ ID 
NO:506), Figure 215 (SEQ ID NO:508), Figure 217 (SEQ ID NO:510), Figure 219 (SEQ ID NO:515), Figure 
222 (SEQ ID NO:523), Figure 225 (SEQ ID NO:526), Figure 230 (SEQ ID NO:612), Figure 232 (SEQ ID 
10 NO:614), Figure 234 (SEQ ID NO:616) or Figure 236 (SEQ ID NO:618). with its associated signal peptide; 



or 



15 



20 



25 



(c) an extracellular domain of the polypeptide shown in Figure 2 (SEQ ID NO:2), Figure 4 (SEQ 
ID NO:7), Figure 9 (SEQ ID NO: 19), Figure 1 1 (SEQ ID NO:28), Figure 15 (SEQ ID NO:36), Figure 20 (SEQ 
ID NO:45), Figure 22 (SEQ ID NO:52), Figure 24 (SEQ ID NO:59), Figure 26 (SEQ ID NO:64), Figure 28 
(SEQ ID NO:69), Figure 30 (SEQ ID NO:74), Figure 33 (SEQ ID NO:85), Figure 35 (SEQ ID NO:90), Figure 
37 (SEQ ID NO:97), Figure 39 (SEQ ID NO: 102), Figure 41 (SEQ ID NO: 109), Figure 43 (SEQ ID NO: 1 14), 
Figure 45 (SEQ ID NO.l 19), Figure 47 (SEQ ID NO: 124), Figure 49 (SEQ ID NO: 132), Figure 51 (SEQ ID 
NO: 137), Figure 53 (SEQ ID NO: 145), Figure 55 (SEQ ID NO: 150), Figure 59 (SEQ ID NO: 157), Figure 61 
(SEQ ID NO:162), Figure 63 (SEQ ID NO:169), Figure 66 (SEQ ID NO:178), Figure 68 (SEQ ID NO:183), 
Figure 70 (SEQ ID NO: 190), Figure 73 (SEQ ID NO: 196), Figure 75 (SEQ ID NO:206), Figure 77 (SEQ ID 
NO:21 1), Figure 79 (SEQ ID NO:216), Figure 81 (SEQ ID NO:221), Figure 83 (SEQ ID NO:226), Figure 85 
(SEQ ID NO:231), Figure 87 (SEQ ID NO:236), Figure 89 (SEQ ID NO:245), Figure 91 (SEQ ID NO:254), 
Figure 93 (SEQ ID NO:259), Figure 95 (SEQ ID NO:264), Figure 98 (SEQ ID NO:270), Figure 109 (SEQ ID 
NO:284), Figure 1 18 (SEQ ID NO:296), Figure 120 (SEQ ID NO:301), Figure 122 (SEQ ID NO:303), Figure 
125 (SEQ ID NO:309), Figure 129 (SEQ ID NO:322), Figure 132 (SEQ ID NO:330), Figure 136 (SEQ ID 
NO:337), Figure 139 (SEQ ID NO: 346), Figure 142 (SEQ ID NO:352), Figure 145 (SEQ ID NO:358), Figure 
147 (SEQ ID NO:363), Figure 149 (SEQ ID NO:370), Figure 151 (SEQ ID NO:375), Figure 153 (SEQ ID 
NO:380), Figure 155 (SEQ ID NO:385), Figure 157 (SEQ ID NO:390), Figure 159 (SEQ ID NO:395), Figure 
161 (SEQ ID NO:400), Figure 163 (SEQ ID NO:405), Figure 165 (SEQ ID NO:410), Figure 167 (SEQ ID 
30 NO:415), Figure 169 (SEQ ID NO:420), Figure 171 (SEQ ID NO:425), Figure 173 (SEQ ID NO:430), Figure 
177 (SEQ ID NO:437), Figure 179 (SEQ ID NO:442), Figure 181 (SEQ ID NO:447), Figure 183 (SEQ ID 
NO:452), Figure 185 (SEQ ID NO:454), Figure 187 (SEQ ID NO:456), Figure 190 (SEQ ID NO:459), Figure 
192 (SEQ ID NO:464), Figure 194 (SEQ ID NO:466), Figure 196 (SEQ ID NO:468), Figure 198 (SEQ ID 
NO:470), Figure 200 (SEQ ID NO:472), Figure 202 (SEQ ID NO:477), Figure 204 (SEQ ID NO:483), Figure 
35 207 (SEQ ID NO:488), Figure 209 (SEQ ID NO:496), Figure 21 1 (SEQ ID NO:498), Figure 213 (SEQ ID 
NO:506), Figure 215 (SEQ ID NO:508), Figure 217 (SEQ ID NO:510), Figure 219 (SEQ ID NO:515), Figure 
222 (SEQ ID NO:523), Figure 225 (SEQ ID NO:526), Figure 230 (SEQ ID NO:612), Figure 232 (SEQ ID 
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NO:614), Figure 234 (SEQ ID NO:616) or Figure 236 (SEO ID NO•fi.8^ i v ■ 

igure ^ty iu NO.618), lacking its associated signal peptide. 

22. A method of detecting a PR04993 polypeptide in a sample suspected of containing a PR04993 
po.ypept.de, said method comprising contacting said sample with a PRQ337 polypeptide and determining the 
fo ™-°'aPR04993/PR0 3 37^^^ 

5 .s ,nd.cat.ve of the presence of a PR04993 polypeptide in said sample. 

23. The method according to Claim 22, wherein said sample comprises cells suspected of 
expressing said PR04993 polypeptide. 

10 A ^ ^ aCC ° rding tC Claim 22 ' wherein^id PRQ337 polypeptide is labeled with a 

detectable label. 

25. The method according to Claim 22, wherein said PRQ337 polypeptide is attached to a solid 

support. 

15 •' 

26. A method of detecting a PRQ337 polypeptide in a sample suspected of containing a PRQ337 
po.ypepnde. said method comprising contacting said sample with a PRQ4993 polypeptide and determining the 

for m ationofaPR04993/PR0337po,yp e ptideco n jugateinsaidsamp,e, wherein the formation of said conjugate 
is ind.cative of the presence of a PR0337 polypeptide in said sample 

20 

27. The method according to Claim 26, wherein said sample comprises cells suspected of 
expressing said PR0337 polypeptide. ' 

28. The method according to Claim 26, wherein said PRQ4993 polypeptide is labeled with a 
£o detectable label. 

29. The method according to Claim 26, wherein said PR04993 polypeptide is attached to a solid 

support. 

30 30. A ^thodofd e tectmgaPR01559poly P eptideinasamplesuspectedofcontainingaPR01559 

polypeptide, said method comprising contacting said sample with a PR0725, PRO700 or PR0739 polypeptide 
and determining the formation of a PR01559/PR0725, PRO700 or PRG739 polypeptide conjugate in said 



35 



sample, wherein the formation of said conjugate is indicative of the presence of a PR01559 polypeptide in said 

sample. 

31. The method according to Claim 30, wherein said sample comprises cells suspected of 
expressing said PRO 1559 polypeptide. 
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32. The method according to Claim 30, wherein said PR0725, PRO700 or PR0739 polypeptide 
is labeled with a detectable label. 

33. The method according to Claim 30, wherein said PR0725, PRO700 or PR0739 polypeptide 
is attached to a solid support. 

5 

34. A method of detecting a PR0725, PRO700 or PR0739 polypeptide in a sample suspected of 
containing a PR0725, PRO700 or PR0739 polypeptide, said method comprising contacting said sample with 
a PRO 1559 polypeptide and determining the formation of a PRO 1 559/PR0725 , PRO700 or PR073 9 polypeptide 
conjugate in said sample, wherein the formation of said conjugate is indicative of the presence of a PR0725, 

10 PRO700 or PR0739 polypeptide in said sample. 

35. The method according to Claim 34, wherein said sample comprises cells suspected of 
expressing said PR0725, PRO700 or PR0739 polypeptide. 

15 36 - The method according to Claim 34, wherein said PR01559 polypeptide is labeled with a 

detectable label. 

37. The method according to Claim 34, wherein said PRO 1559 polypeptide is attached to a solid 

support. 

20 

38. A method of linking a bioactive molecule to a cell expressing a PR0337 polypeptide, said 
method comprising contacting said cell with a PR04993 polypeptide that is bound to said bioactive molecule and 
allowing said PR0337 and PR04993 polypeptides to bind to one another, thereby linking said bioactive 
molecules to said cell. 

25 

39. The method according to Claim 38, wherein said bioactive molecule is a toxin, a radiolabel 
or an antibody. 

40. The method according to Claim 38, wherein said bioactive molecule causes the death of said 

30 cell. 

41. A method of linking a bioactive molecule to a cell expressing a PR04993 polypeptide, said 
method comprising contacting said cell with a PR0337 polypeptide that is bound to said bioactive molecule and 
allowing said PR04993 and PR0337 polypeptides to bind to one another, thereby linking said bioactive 

35 molecules to said cell. 
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42. The method according to Claim 41, wherein said bioactive molecule is a toxin, a radiolabel 
or an antibody. 

43 . The method according to Claim 4 1 , wherein said bioactive molecule causes the death of said 

cell. 

5 

44. A method of linking a bioactive molecule to a cell expressing a PRO 1559 polypeptide, said 
method comprising contacting said cell with a PR0725, PRO700 or PR0739 polypeptide that is bound to said 
bioactive molecule and allowing said PR01559 and PR0725, PRO700 or PR073 9 polypeptides to bind to one 
another, thereby linking said bioactive molecules to said cell. 

10 

45. The method according to Claim 44, wherein said bioactive molecule is a toxin, a radiolabel 
or an antibody. 

46 * The method accordin g to Claim 44, wherein said bioactive molecule causes the death of said 
15 cell; " . 1 : 

47. A method of linking a bioactive molecule to a cell expressing a PR0725, PRO700 or PR0739 
polypeptide, said method comprising contacting said cell with a PRO 1559 polypeptide that is bound to said 
bioactive molecule and allowing said PR01559 and PR0725, PRO700 or PR0739 polypeptides to bind to one 

20 another, thereby linking said bioactive molecules to said cell. 

48. The method according to Claim 47, wherein said bioactive molecule is a toxin, a radiolabel 
or an antibody. 

2$ 49. The method according to Claim 47, wherein said bioactive molecule causes the death of said 

cell. 

50. A method of modulating at least one biological activity of a cell expressing a PR0337 
polypeptide, said method comprising contacting said cell with a PR04993 polypeptide or an anti-PR0337 

30 antibody, whereby said PR04993 polypeptide or said anti-PR0337 antibody binds to said PR0337 polypeptide, 
thereby modulating at least one biological activity of said cell. 

51 . The method according to Claim 50, wherein said cell is killed. 

35 
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52. A method of modulating at least one biological activity of a cell expressing a PR04993 
polypeptide, said method comprising contacting said cell with a PR0337 polypeptide or an anti-PR04993 
antibody, whereby said PR0337 polypeptide or said anti-PR04993 antibody binds to said PR04993 polypeptide, 
thereby modulating at least one biological activity of said cell. 

5 53. The method according to Claim 52, wherein said cell is killed. 

54. A method of modulating at least one biological activity of a cell expressing a PR01559 
polypeptide, said method comprising contacting said cell with a PR0725, PRO700 or PR0739 polypeptide or 
an anti-PR01559 antibody, whereby said PR0725, PRO700 or PR0739 polypeptide or said anti-PR01559 

10 antibody binds to said PR01559 polypeptide, thereby modulating at least one biological activity of said cell. 

55. The method according to Claim 54, wherein said cell is killed. 

56. A method of modulating at least one biological activity of a cell expressing a PRQ725, PRO700 
15 or PR0739 polypeptide, said method comprising contacting said.cell with a PR01559 polypeptide or an anti- 

PR0725, anti-PRO700 or anti-PR0739 antibody, whereby said PROl 559 polypeptide or said anti-PR0725, anti- 
PRO700 or anti-PR0739 antibody binds to said PR0725, PRO700 or PR0739 polypeptide, thereby modulating 
at least one biological activity of said cell. 



20 57. 



The method according to Claim 56, wherein said cell is killed. 
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FIGURE 1 

CCAGGTCCAACTGCACCTCGGTTCTATCGATTGAATTCCCCGGGGATCCTCTAGAGATCCCT 

CGACCTCGACCCACGCGTCCGCCAAGCTGGCCCTGCACGGCTGCAAGGGAGGCTCCTGTGGA 

CAGGCCAGGCAGGTGGGCCTCAGGAGGTGCCTCCAGGCGGCCAGTGGGCCTGAGGCCCCAGC 

AAGGGCTAGGGTCGATCTCGAGTCCCAGGACACAGCAGCGGCCACCATGGCCACGCCTGGGC 

TCCAGCAGCATCAGGAGCCCCCAGGACCGGGGGAGGCACAGGTGGCCCGCACCACCCGGAGG 

AGCAGCTCCTGCCCCTGTCCGGGGGATSACTGATTCTCCTCCGCCAGGCCACCCAGAGGAGA 

AGGCCACCCCGGCTGGAGGCACAGGCCATGAGGGGCTCTCAGGAGGTGCTGCTGATGTGGCT 

TCTGGTGTTGGGAGTGGGCGGCACAGAGCAGGCCTACCGGCCCGGCCGTTAGGGTGTGTGCT 

GTCCCGGGCTCACGGGGACCCTGTCTCCGAGTCGTTCGTGCAGCGTGTGTACCAGCCCTTCC 

TGAGCACCTGGGACGGGCACCGGGCCTGCAGCACCTACCGAACCATTTATAGGACCGCCTAC 

CGCGGGAGCCGTGGGCTGGCCCCTGCCAGGPCTCGCTACGCGTGCTGCCCCGGCTGGAAGAG- 

GACCAGCGGGCTTCCTGGGGCCTGTGGAGCAGCAATATGCCAGCCGCCATGCCGGAACGGAG 

GGAGCTGTGTCCAGCCTGGCCGCTGCCGCTGCCCTGCAGGATGGCGGGGTGACACTTGCCAG 

TCAGATGTGGATGAATGCAGTGCTAGGAGGGGCGGCTGTCCCCAGCGCTGCATCAACACCGC 

CGGCAGT.TACTGGTGCCAGTGTTGGGAGGGGCACAGCCTGTCTGCAGACGGTACACTCTGTG 

TGCCCAAGGGAGGGCCCCCCAGGGTGGCCCCCAACCCGACAGGAGTGGACAGTGCAATGAAG 

GAAGAAGTGCAGAGGCTGGAGTCCAGGGTGGACCTGCTGGAGGAGAAGCTGCAGCTGGTGCT 

GGCGCCACTGCACAGCCTGGCCTCGCAGGCACTGGAGCATGGGCTCCCGGACCCCGGCAGCC 

TCCTGGTGCACTCCTTCCAGCAGCTCGGCCGCATCGACTCCCTGAGCGAGCAGATTTCCTTC 

CTGGAGGAGCAGCTGGGGTCCTGCTCCTGCAAGAAAGACTCGT6ACTGCCCAGCGCCCCAGG 

CTGGACTGAGCCCCTCACGCCGCCCTGCAGCCCCCATGCCCCTGCCCAACATGCTGGGGGTC 

CAGAAGCCACCTCGGGGTGACTGAGCGGAAGGCCAGGCAGGGCCTTCCTCCTTTTCCTCCTC 

CCCTTCCCTCGGGAGGGTCCCCAGACCCTGGCATGGGATGGGCTGGGATTTTTTTTGTGAAT 

CCACCCCTGGCTACCCCCACCCTGGTTACCCCAACGGCATCCCAAGGCCAGGTGGGCCCTCA 

GCTGAGGGAAGGTACGAGTTCCCCTGCTGGAGCCTGGGACCCATGGCACAGGCCAGGCAGCC 

CGGAGGCTGGGTGGGGCCTCAGTGGGGGCTGCTGCCTGACCCCCAGCACAATAAAAATGAAA 

CGTGAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAGGGCGGCCGCGACTCT 

AGAGTCGACCTGCAGAAGCTTGGCCGCCATGGCCCAACTTGTTTATTGCAGCTTATAATGGT 
TACAAAT 
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FIGURE 2 



MTDSPPPGHPEEKATPPGGTGHEGLSGGAADVASGVGSGRHRARLPARPLGCVLSRAHGDPV 
SESFVQRVYQPFLTTCDGHRACSTYRTI YRTAYRRSPGLAPARPRYACCPGWKRTSGLPGAC 
GAAICQPPCRNGGSCVQPGRCRCPAGWRGDTCQSDVDECSARRGGCPQRCINTAGSYWCQCW 
EGHSLSADGTLCVPKGGPPRVAPNPTGVDSAMKEEVQRLQSRVDLLEEKLQLVLAPLHSLAS 
QALEHGLPDPGSLLVHSFQQLGRIDSLSEQISFLEEQLGSCSCKKDS 



Signal sequence : 

amino acids 1-19 

cAMP- and cGMP- dependent protein kinase phosphorylation sites. 

amino acids 93-97, 270-274 

N-myristoylation sites . 

amino acids 19-25, 78-84, 97-103, 100-106, 103-109, 157-163, 
191-197, 265-271 

Amidation site. 

amino acids 26-30 

Aspartic acid and asparagine hydroxylation site. 

amino, acids 152-164 

Cell attachment sequence . 

amino acids 130-133 

EGF-like domain cysteine pattern signature. 

amino acids 123-135 
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FIGURE 3 

CGCTCGCCCCGTCGCCCCTCGCCTCCCCGCAGAGTCCCCTCGCGGCAGCAGATGTGTGTGGG 
GTCAGCCCACGGCGGGGACTATGGTGAAATTCCCGGCGCTCACGCACTACTGGCCCCTGATC 
CGGTTCTTGGTGCCCCTGGGCATCACCAACATAGCCATCGACTTCGGGGAGCAGGCCT 
■CCGGGGCATTGCTGCTGTCAAGGAGGATGCAGTCGAGATGCTGGCCAGCTACGGGCTGGCGT 

GTGAACAGCAAGAGAGACAGGACCAAAGCCGTCCTGTGTATGGTGGTGGCAGGGGCCATCrc 
TGCCGTCTTTCACACACTGATAGCTTATAGTGATTTAGGATACTAC^ATTATCA^TAAACTGC 

accatgtggacgagtcggtggggagcaagacgagaagggccttcctgtI?c^^ 

CCTTTCATGGACGCAATGGCATGGACCCATGCTGGCATTCTCTTAAAACACAAATACAGTTT 

cctggtgggatg.tgcctcaatctcagatgtcatagctcaggttg^tgtag^?a^??g? 

TTCACAGTCACCTGGAATGCCGGGAGCCCCTGCTCATCCCGATCCTCTCCTTGTACATGGGC 

GCACTTGTGCGCTGCACCACCCTGTGCCTGGGCTACTACAAGAACATTCACGAC^ 

TGACAGAAGTGGCCCGGAGCTGGGGGGAGATGCAACAATAAGAAAGATGCTGAG^ 

GGCCTTTGGCTCTAATTCTGGCCACACAGAGAATCAGTCGGCCTATTGTC^AACCTCTTTGTT 

TCCCGGGACCTTGGTGGCAGTTCTGCAGCCACAGAGGCAGTGGCGATTTTGACAGcJIc^ 
CCCTGTGGGTCACATGCC^TACGGCTGG^^ 

ACAAGAATAACCCCAGCAACAAACTGGTGAGCACGAGCAACACAGTCACGGCAGCCCACATC 
^GAAGTTCACCTTCGTCTGCATGGCTCTGTCACTCACGCT^ 

ACCCAACGTGTCTGAGAAAATCTTGATAGACATCATCGGAGTGGACTTTGCCTTTGCAGAAC 
TCTGTGTTGTTCCTTTGCGGATCTTCTCCTTCTTCCCAGTTCCAGTCACAGTG^ 
CTCACCGGGTGGCTGATGACACTGAAGAAAACCTTCGTCCTTGCCCCCAG^CTCTGTGCTr rr 

gatcatcgtcctcatcgccagcctcgtggtcctaccctacSgg^ 

TGGGCCTGGGCTCCCTCCT^ 

J G f™ TGTCTACCGGAAGCA G AA AAAGAAGATGGAG^^ 

ctctgccatgacagacatgcctccgacagaggaggtgacagacatcgtggaaatgagagJgg 

agaatgaataaggcacgggacgccatgggcactgcagggacggtcagtcaggatgacacttc 

ggcatcatctcttccctctcccatcgtattttgttcccttttttttgttttgttttggtaat 

^^^S^tt^ttt^ggtttcgtgtcaattctctagcatactgggtatgctcacact 

S a E gggg S gacctagtg ^ tggtctttac tgttgctatgtaaaaacaa^ 

^^gggtgcctcacgaaaacccaaaagacacagc^ 

J C S^^S tggacaatctcctcttggaaccaaagga ctgcagctgtgccatcgcgcctcggt 

S A ? CC ™ ACAGCAGGCCACAGACTCTCCTGTCCCCCTTCATCGCTC 

^^^^^rGGTTT^TTTGCTTCCCAGTCACATGGCCGTACAAAGAGATGGAGCCC 

^^^JJ^Jttcccttctgccacggagttcgaaacca^ 

2 A 2 G S GGGTGGCAC GCTGCAGCCCGGAGTCCCCGTTCACACTGAGGAACGGAGACCTGTGAC 

CACAGCAGGCTGACAGATGGACAGAATCTCCCGTAGAAAGGTTTGGTTTGAAATGCCCCGGG 

GGCAGCAAACTGACATGGTTGAATGATAGCATTTCACTCTGCGTTCTCCTAGATCTGAGCAA 

GCTGTCAGTTCTCACCCCCACCGTGTATATACATGAGCTAACTTTTTTAAATTGTCACAAAA 

GCGCATCTCCAGATTCCAGACCCTGCCGCATGACTTTTCCTGAAGGCTTGCTTTTCCCTCGC 

CTTTCCTGAAGGTCGCATTAGAGCGAGTCACATGGAGCATCCTAACTTTGCATTTTAGTTTT 

^E^J'J^GTG^GCTTTAAGTCTCATCCAGCATTCTAATGCCAGGTTGCTGTAGGGTAAC 

^^? AAGTAGATATATTACCTGGTTCTG GTATCCTTAGTCATAACTCTGCGGTACAGGTAA 

H? A S TGTACTACGGTACTTCCC TCCCACACCATACGATAAAGCAAGACATTTTATAACG 

A JJ GGAGAGTCA CTATGTGGTCCTCCCTGAAATAACGCATTCGAAATCCATGCAGTGCAGTA 

TATTTTTCTAAGTTTTGGAAAGCAGGTTTTTTCCTTTAAAAAAATTATAGACACGGTTCACT 

AAATTGATTTAGTCAGAATTCCTAGACTGAAAGAACCTAAACAAAAAAATATTTTAAAGATA 

TAAATATATGCTGTATATGTTATGTAATTTATTTTAGGCTATAATACATTTCCTATTTTCGC 
ATTTTCAATAAAATGTCTCTAATACAAAAAA 
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FIGURE 4 

MVKFPALTHYWPLIRFLVPLGITNIAIDFGEQALNRGIAAVKEDAVEMLAS YGLAYSLMKFF 
TGPMSDFKNVGLVFVNSKRDRTKAVLCMVVAGAIAAVFHTLIAYSDLGYYI INKLHHVDESV 
GSKTRRAFLYLAAFPFMDAMAWTHAGILLKHKYSFLVGCAS ISDVIAQVVFVAILLHSHLEC 
REPLLIPILSLYMGALVRCTTLCLGYYKNIHDI I PDRSGPELGGDATIRKMLSFWWPLALIL 
ATQRISRPIVNLFVSRDLGGSSAATEAVAILTATYPVGHMPYGWLTEIRAVYPAFDKNNPSN 
KLVSTSNTVTAAHIKKFTFVCMALSLTLCFVMFWTPNVSEKILIDI IGVDFAFAELCVVPLR 
IFSFFPVPVTVRAHLTGWLMTLKKTFVLAPSSVLRI IVLIASLVVLPYLGVHGATLGVGSLL 
AGFVGESTMVAIAACYVYRKQKKKMENESATEGEDSAMTDMPPTEEVTDIVEMREENE 

Transmembrane domains : 

amino acids 86-106, 163-179, 191-205, 237-253, 327-343, 357-374, 
408-423, 431-445 
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FIGURE R 

CCTGACAGAAGTGCCCCGGAGCTGGGGGAGATNCAACATTAAGAAGATGCTGAGCTTCTGGT 

GCCNTTTGGCTCTAATTCTGGCCACACAGAGAANCAGTCGGCCTATTGTCAACCTCTTTGTT 

TCCCGGGACCTTGGTGGCAGTTCTGCAGCCACAGAGGCAGTGGCGATTTTGACAGCCACATA 

CCCTGTGGGTCACATGCCATACGGCTGGTTGACGGAAATCCGTGCTGTGTATCCTGCTTTCG 

AGAAGAATAACCCCAGCAACAAACTGGTGAGCACGAGCAACACAGTCACGGCGGCCCACATC- 

AAGAAGTTCACCTTCGTCTGCATGGCT.CTGTCACTCACGCTCTGTTTCGTGATGTTTTGGAC 

AGCCAACGTGTCTGNGAAAATCTTGATAGACATCATCGGAGTGGACTTTGCCTTTGCAGAAC 

TCTGTGTTGTTCCTTTGCGGATCTTCTCCTTCTTCCCAGTTCCAGTCACAGTGAGGGCGCAT 
CT.CAeCGGGTGGG.TGATGACACTGAAGAAAACCTTCGTC 



sim 
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FIGURE 6 



TGACGGAATCCCGGGCTGGGTATCCTGGTTTNGACAAGATAAACCCCCAGCAANAAATTGGG 
GAGCAGGGCAAAACAGTNACGGGCAGCCCACATCAAGAAGTTCACCTTNGTTTGNATGGNTC 
TGTCAACTCACGCTNTGTTTCGTGATGTTTTGGACACCCAAAGTGTTTGAGAAAATTTTGAT 
AGACATNATCGGAGTGGANTTTGCCTTTGCAGAANTTTGNGNTGTTCCTTTGCGGATTTTCT 
CCTTTTTCCCAGTTCCAGTCACAGNGAGGGCGCATCTCACCGGGNGGNTGATGACANTGAAG 
AAAACCTTTGTCCTTGCCCCCAGCTNTTTGGTGCGGATCATTGTCCTNATNGCCAGCCTTGT 
GGTCCTACCCTACCTGGGGGTGCACGGTGCGACCCTGGGCGTGGGTTCCCTCCTGGCGGGCA 
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FIGURE 7 

TATTCCCAGTTCCGGTCACGGGGAGGGCGCATNTCACCGGGTGGCTGANGACACTGAAGAAA 
ACCTTNGTCCTTGCCCCCAGNTTTGTGNTGCGGATNATCGTCCTCATCGCCAGCCTNGTGGT 
CCTACCCTACCTGGGGGTGCACGGTGAGAC 



BNSDOCID: <WO 00537 56 A 2 I > 



WO 00/53756 



PCT/USOO/04341 



FIGURE ft 

GCCCCGCGCCCGGCGCCGGGCGCCCGAAGCCGGGAGCCACCGCCATGGGGGCCTGCCTGGGA 

GCCTGCTCCCTGCTCAGCTGCGCGTCCTGCCTCTGCGGCTCTGCCCCCTGCATCCTGTGCAG 

CTGCTGCCCCGCCAGCCGCAACTCCACCGTGAGCCGCCTCATCTTCACGTTCTTCCTCTTCC 

TGGGGGTGCTGGTGTCCATCATTATGCTGAGCCCGGGCGTGGAGAGTCAGCTCTACAAGCTG 

CCCTGGGTGTGTGAGGAGGGGGCCGGGATCCCCACCGTCCTGCAGGGCCACATCGACTGTGG 

CTCCCTGCTTGGCTACCGCGCTGTCTACCGCATGTGCTTCGCCACGGCGGCCTTCTTCTTCT 

TCTTTTTCACCCTGCTCATGCTCTGCGTGAGCAGCAGCCGGGACCCCCGGGCTGCCATCCAG 

AATGGGTTTTGGTTCTTTAAGTTCCTGATCCTGGTGGGCCTCACCGTGGGTGCCTTCTACAT 

CCCTGACGGCTCCTTCACCAACATCTGGTTCTACTTCGGCGTCGTGGGCTCCTTCCTCTTCA 

TCCTCATCCAGCTGGTGCTGCTCATCGACTTTGCGCACTCCTGGAACCAGCGGTGGCTGGGC 

AAGGCCGAGGAGTGCGATTCCCGTGCCTGGTACGCAGGCCTCTTCTTCTTCACTCTCCTCTT 

CTACTTGCTGTCGATCGCGGCCGTGGCGCTGATGTTCATGTACTACACTGAGCCCAGCGGCT 

GCCACGAGGGCAAGGTCTTCATCAGCCTCAACCTCACCTTCTGTGTCTGCGTGTCCATCGCT 

GCTGTCCTGCCCAAGGTCCAGGACGCCCAGCCCAACTCGGGTCTGCTGCAGGCCTCGGTCAT 

CACCCTCTACACCATGTTTGTCACCTGGTCAGCCCTATCCAGTATCCCTGAACAGAAATGCA 

ACCCCCATTTGCCAACCCAGCTGGGCAACGAGACAGTTGTGGCAGGCCCCGAGGGCTATGAG 

ACCCAGTGGTGGGATGCCCCGAGCATTGTGGGCCTCATCATCTTCCTCCTGTGCACCCTCTT 

CATCAGTCTGCGCTCCTCAGACCACCGGCAGGTGAACAGCCTGATGCAGACCGAGGAGTGCC 

CACCTATGCTAGACGCCACACAGCAGCAGCAGCAGCAGGTGGCAGCCTGTGAGGGCCGGGCC 

TTTGACAACGAGCAGGACGGCGTCACCTACAGCTACTCCTT.CTTCCACTTCTGCCTGGTGCT 

GGCCTCACTGCACGTCATGATGACGCTCACCAACTGGTACAAGCCCGGTGAGACCCGGAAGA 

TGATCAGCACGTGGACCGCCGTGTGGGTGAAGATCTGTGCCAGCTGGGCAGGGCTGCTCCTC 

TACCTGTGGACCCTGGTAGCCCCACTCCTCCTGCGCAAGCGCGACTTCAGCTGAGGCAGCCT 

CACAGCCTGCCATCTGGTGCCTCCTGCCACCTGGTGCCTCTCGGCTCGGTGACAGCCAACCT 

GCCCCCTCCCCACACCAATCAGCCAGGCTGAGCCCCCACCCCTGCCCCAGCTCCAGGACCTG 

CCCCTGAGCCGGGCCTTCTAGTCGTAGTGCCTTCAGGGTCCGAGGAGCATCAGGCTCCTGCA . 

GAGCCCCATCCCCCCGCCACACCCACACGGTGGAGCTGCCTCTTCCTTCCCCTCCTCCCTGT 

TGCCCATACTCAGCATCTCGGATGAAAGGGCTCCCTTGTCCTCAGGCTCCACGGGAGCGGGG 

CTGCTGGAGAGAGCGGGGAACTCCCACCACAGTGGGGCATCCGGCACTGAAGCCCTGGTGTT 

CCTGGTCACGTCCCCCAGGGGACCCTGCCCCCTTCCTGGACTTCGTGCCTTACTGAGTCTCT 

AAGACTTTTTCTAATAAACAAGCCAGTGCGTGTAAAAAAAA 
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FIGURE Q 

MGACLGACSLLSCASCLCGSAPCILCSCCPASRNSTVSRLIFTFFLFLGVLVSIIMLSPGVE 

SQLYKLPWVCEEGAGIPTVLQGHIDCGSLLGYRAVYRMCFATAAFFFFFFTLLMLCVSSSRD 

PRAAIQNGFWFFKFLILVGIjTVGAFYI PDGSFTNIWFYFGVVGSFLFILIQLVLLIDFAHSW 

NQRWLGKAE.ECDSRAWYAGLFFF.TLLFYLLSIAAVALMFMYYTEPSGCHEGKVFISLNLTFC 

VCVSIAAVLPKVQDAQPNSGLLQASVITLYTMFVTWSALSS.IPEQKCNPHLPTQLGNETVVA 

GPEGYETQWWDAPSiyGLIIFLLCTLFISLRSSDHRQVNSLMQTEECPPMLDATQQQQQQVA 

ACEGRAFDNEQDGVTYS.YSF.FHFCLVLASLHVMMT.LTNWYKPGETRKMISTWTAVWVKICAS 
WAGLLLYLWTLVAPLLLRNRDFS ' " 1 . .. 



Signal sequence - : 

amino acids 1-20 . 

Trsuismembrane domains : 



amino acids" 40-58, ,101-116, " 134-150, 162-178. 206-223, 240-257, 
272-283> 324-340, 391-406, 428-444 
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FIGURE 10 

GAGCGAGGCCGGGGACTGAAGGTGTGGGTGTCGAGCCCTCTGGCAGAGGGTTAACCTGGGTC 

AAATGCACGGATTCTCACCTCGTACAGTTACGCTCTCCCGCGGCACGTCCGCGAGGACTTGA 

AGTCCTGAGCGCTCAAGTTTGTCCGTAGGTCGAGAGAAGGCCATGGAGGTGCCGCCACCGGC 

ACCGCGGAGCTTTCTCTGTAGAGCATTGTGCCTATTTCCCCGAGTCTTTGCTGCCGAAGCTG 

TGACTGCCGATTCGGAAGTCCTTGAGGAGCGTCAGAAGCGGCTTCCCTACGTCGCAGAGCCC 

TATTACCCGGAATCTGGATGGGACCGCCTCCGGGAGCTGTTTGGCAAAGATGAACAGCAGAG 

AATTTCAAAGGACCTTGCTAATATCTGTAAGACGGCAGCTACAGCAGGCATCATTGGCTGGG 

TGTATGGGGGAATACCAGCTTTTATTCATGCTAAACAACAATACATTGAGCAGAGCCAGGCA 

GAAATTTATCATAACCGGTTTGATGCTGTGCAATCTGCACATCGTGCTGCCACACGAGGCTT 

CATTCGTTATGGCTGGCGCTGGGGTTGGAGAACTGCAGTGTTTGTGACTATATTCAACACAG 

TGAACACTAGTCTGAATGTATACCGAAATAAAGATGCCTTAAGCCATTTTGTAATTGCAGGA 

GCTGTCACGGGAAGTCTTTTTAGGATAAACGTAGGCCTGCGTGGCCTGGTGGCTGGTGGCAT 

AATTGGAGCCTTGCTGGGCACTCCTGTAGGAGGCCTG'CTGATGGCATTTCAGAAGTACGCTG 

GTGAGACTGTTCAGGAAAGAAAACAGAAGGATCGAAAGGCACTCCATGAGCTAAAACTGGAA 

GAGTGGAAAGGCAGACTACAAGTTACTGAGCACCTCCCTGAGAAAATTGAAAGTAGTTTACG 

GGAAGATGAACCTGAGAATGATGCTAAGAAAATTGAAGCACTGCTAAACCTTCCTAGAAACC 

CTTCAGTAATAGATAAACAAGACAAGGACTGAAAGTGCTCTGAACTTGAAACTCACTGGAGA 

GCTGAAGGGAGCTGCCATGTCCGATGAATGCCAACAGACAGGCCACTCTTTGGTCAGCCTGC 

TGACAAATTTAAGTGCTGGTACCTGTGGTGGCAGTGGCTTGCTCTT.GTCTTTTTCTTTTCTT 

TTTAACTAAGAATGGGGCTGTTGTACTCTCACTTTACTTATCCTTAAATTTAAATACATACT 

TATGTTTGTATTAATCTATCAATATATGCATACATGGATATATCCACCCACCTAGATTTTAA 

GCAGTAAATAAAACATTTCGCAAAAGATTAAAGTTGAATTTTACAGTTT 
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EIGURE 11 

></usr/seqdb2/sst/DNA/Dnase q s.min/ss.DNA23318 
xsubunit 1 of 1, 285 aa, 1 stop 

><MW: 32190, pi: 9 .03, NX(S/T)- 2 

MEVPPPAPRSFLCRALCLFPRVFAAEAVTADSEVLEERQKRLPYVPEPYYPESGWDRLRELF 

RAATRGFIRYGWRWGWRTAVFVTIFNTVNTSLNVYRNKDALSHFVIAGAVTGSLFRINVGLR 
GLVAGGXXGA LL G T PVGGLLMAF Q KY^^^ 

KIESSLREDEPENDAKKIEALLNLPRN.PSVIDKQDKD - 



Important Features £ 
Signal Peptide : 

amino acids 1-24 

Transmembrane domains: 

amino acids 76-96 and 171-195 



N-glycosylatiori site: 

amino acids 153-156 
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FIGURE 12 

CGGAAGTCCCTTGAGGAGCGTCAGAAGCGGCTTCCCTACGTCCCAGAGCCCTATTACCCGGA 

ATCTGGATGGGACCGCTCCGGGAGCTGTTTGGCAAAGATGAACAGCAGAGAATTTCAAAGGA 

CCTTGCTAATATCTGTAAGACGGCAGCTACAGCAGGCATCATTGGCTGGGTGTATGGGGGAA 

TACCAGCTTTTATTCATGCTAAACAACAATACATTGAGCAGAGCCAGGCAGAAATTTATCAT 

AACCGGTTTGATGCTGTGCAATCTGCACATCGTGCTGCCACACGAGGCTTCATTCGTTCATG 
GCTGGCGCCGAACC 
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FIGURE T3 



TTTTCTGTAGAGCATTGTGCCTATTTCCCCGAGTTTTTGCTGCCGAAGCTGTGACTGCCGAT 
ATTTGGATGGGACCGCCTCCGGGAGCTGTTTGGCAAAGATGAACAGCAGAGAATTTCAAAGG 
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FIGURE 14 

GAGCCGCCGCCGCGCGCGCGCCGCGCACTGCAGCCCCAGGCCCCGGCCCCCCACCCACGTCT 

GCGTTGCTGCCCCGCCTGGGCCAGGCCCCAAAGGCAAGGACAAAGCAGCTGTCAGGGAACCT 

CCGCCGGAGTCGAATTTACGTGCAGCTGCCGGCAACCACAGGTTCCAAGATGGTTTGCGGGG 

GCTTCGCGTGTTCCAAGAACTGCCTGTGCGCCCTCAACCTGCTTTACACCTTGGTTAGTCTG 

CTGCTAATTGGAATTGCTGCGTGGGGCATTGGCTTCGGGCTGATTTCCAGTCTCCGAGTGGT 

CGGCGTGGTCATTGCAGTGGGCATCTTCTTGTTCCTGATTGCTTTAGTGGGTCTGATTGGAG 

CTGTAAAACATCATCAGGTGTTGCTATTTTTTTATATGATTATTCTGTTACTTGTATTTATT 

GTTCAGTTTTCTGTATCTTGCGCTTGTTTAGCCCTGAACCAGGAGCAACAGGGTCAGCTTCT 

GGAGGTTGGTTGGAACAATACGGCAAGTGCTCGAAATGACATCCAGAGAAATCTAAACTGCT 

GTGGGTTCCGAAGTGTTAACCCAAATGACACCTGTCTGGCTAGCTGTGTTAAAAGTGACCAC 

TCGTGC.TCGCCATGTGCTCCAATCATAGGAGAATATGCTGGAGAGGTTTTGAGATTTGTTGG 

TGGCATTGGCCTGTTCTTCAGTTTTACAGAGATCCTGGGTGTTTGGCTGACCTACAGATACA 

GGAACCAGAAAGACCCCCGCGCGAATCCTAGTGCATTCCTTTGATGAGAAAACAAGGAAGAT 

TTCCTTTCGTATTATGATCTTGTTCACTTTCTGTAATTTTCTGTTAAGCTCCATTTGCCAGT 

TTAAGGAAGGAAACACTATCTGGAAAAGTACCTTATTGATAGTGGAATTATATATTTTTACT 

CTATGTTTCTCTACATGTTTTTTTCTTTCCGTTGCTGAAAAATATTTGAAACTTGTGGTCTC 

TGAAGCTCGGTGGCACCTGGAATTTACTGTATTCATTGTCGGGCACTGTCCACTGTGGCCTT 

TCTTAGCATTTTTACCTGCAGAAAAACTTTGTATGGTACCACTGTGTTGGTTATATGGTGAA 

TCTGAACGTACATCTCACTGGTATAATTATATGTAGCACTGTGCTGTGTAGATAGTTCCTAC 

TGGAAAAAGAGTGGAAATTTATTAAAATCAGAAAGTATGAGATCCTGTTATGTTAAGGGAAA 

TCCAAATTCCCAATTTTTTTTGGTCTTTTTAGGAAAGATTGTTGTGGTAAAAAGTGTTAGTA 

TAAAAATGATAATTTACTTGTAGTCTTTTATGATTACACCAATGTATTCTAGAAATAGTTAT 

GTCTTAGGAAATTGTGGTTTAATTTTTGACTTTTACAGGTAAGTGCAAAGGAGAAGTGGTTT 

CATGAAATGTTCTAATGTATAATAACATTTACCTTCAGCCTCCATCAGAATGGAACGAGTTT 

TGAGTAATCAGGAAGTATATCTATATGATCTTGATATTGTTTTATAATAATTTGAAGTCTAA ■ 

AAGACTGCATTTTTAAACAAGTTAGTATTAATGCGTTGGCCCACGTAGCAAAAAGATATTTG 

ATTATCTTAAAAATTGTTAAATACCGTTTTCATGAAATTTCTCAGTATTGTAACAGCAACTT 

GTCAAACGTAAGCATATTTGAATATGATCTCCCATAATTTGAAATTGAAATCGTATTGTGTG 

GCTCTGTATATTCTGTTAAAAAATTAAAGGACAGAAACCTTTCTTTGTGTATGCATGTTTGA 
ATTAAAAGAAAGTAATGGAAG 
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FIGURE 1 R 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA39979 
Xsubunit 1 of 1, 204 aa, 1 stop 
XMW: 22147, pi: 8.37, NX(S/T): 3 

MVCGGFACSKNCLCALNLLYTLVSLLLIGIAAWGIGFGLISSLRVVGWIAVGIFLFLIALV 

GLIGAVKHHQVLLFFYMIILLLVFIVQFSVSCACLALNQEQQGQLLEVGWNNTASARNDIQR 

NLNCCGFRSVNPNDTCLASCVKSDHSCSPCAPIIGEYAGEVLRFVGGIGLFFSFTEILGVWL 
TYRYRNQKDPRANPSAFL 

Signal Peptide; ~ ..: r. . .... 

amino acids 1-34 

Transmembrane domains : 

amino acids 47-63, 72-95 and 162-182 
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FIGURE 16 

TGATTGGAGCTGTAAAAAANTCTTCAGGTGTTGTNATTTTTTTATATGATTATTCTGTAANT 

TGTATTTATTGTTCAGTTTTNTGTATCTTGCGCTTGTTTAGCCNTGAACCAGGAGCAACAGG 

GTCAGNTTNTGGAGGTTGGTTGGAACAATACGGCAAGTGCTCGAAATGACATCCAGAGAAAT 

NTAAACTGCTGTGGGTTCCGAAGTGTTAACCCAAATGACACCTGTNTGGCTAGCTGTGTTAA 

AAGTGACCACTNGTGCTCGCCATGTGCTCCAATCATAGGAGAATATGCTGGAGAGGTTTTGA 

GATTTGTTGGTGGCATTGGCCTGTTNTTCAGTTTTACAGAGATCCTGGGTGTTTGGCTGACC 
TACAGATACAGGAACCAG 
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FIGURE 17 

AATCCCAAATTCCCCAATTTTTTTGGNCTTTTTAGGGAAAGATGTGTTGTGGTAAAAAGTGT 

TAGTATAAAAATGATAATTTACTTGTAGTCTTTTATGATTACACCAATGTATTCTAGAATAG 

TTATGTCTTAGGAAATTGTGGTTTAATTTTTGACTTTTACAGGTAAGTGCAAAGGAGAAGTG 

GTTTCATGAAATGTTCTAATGTATAATAACATTTACCTTCAGCCTCCCATCAGAATGGAACG 

AGTTTTGAGTAATCCAGGAAGTATATCTATATGATCTTGATATTGTTTTATATAATTTGAAG 

TCTAAAAGACTGCATTTTTAAACAAGTTAGTATTAATGCGTT.GGCCCACGTAGCAAAAAGAT 

ATTTGATTATCTTAAAAATTGTTAAATACCGTTTTCATGAAAGTTCTCAGTATTGTAACAGC 

AACTTGTCAAACCTAAGCATATTTGAATATGATCTCCCATAATTTGAAATTGAAATCGTATT 

GTGTGGAGGAAATGGCAATCT.TATGTGTGCTGAAGGACACAGTAAGAGCACCAAGTTGTGCC 
CCACTTGC - - ; ■: ' ". .• • ■ : . ^ . . ' . . 
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FIGURE 1ft 

ATGATTATTCTGTTACTTGTATTTATTGTTCAGTTTTATGGTATCTTGCGCTTGTTTAGCCC 

CTGAAACCAGGAGCAACAGGGNNCAGCTTCCTGGAGGTTGGTTGGCAACAATCACGGCCAAG 

TGACTCCGCAAATGACATCCCAGAGAAATCCTAAACTGCTGTGGGTTCCGAAGTGTTAACCC 

AAATGACACCTGTCTGGCTNGCTGTGTTAAAAGTGACCACTCGTGCTCGCCATGTGCTCCAA 
TCATAGGAGAATATGC 
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CAGTCACCATGAAGCTGGGCTGTGTCCTCATGGCCTGGGCCCTCTACCTTTCCCTTGGTGTG 
CTCTGGGTGGCCCAGATGCTACTGGCTGCCAGTTTTGAGACGCTGCAGTGTGAGGGACCTGT 
CTGCACTGAGGAGAGCAGCTGCCACACGGAGGATGACTTGACTGATGCAAGGGAAGCTGGCT 
TCCAGGTCAAGGCCTACACTTTGAGTGAACCCTTCCACCTGATTGTGTCCTATGACTGGCTG 
ATCCTCCAAGGTCCAGCCAAGCCAGTTTTTGAAGGGGACCTGCTGGTTCTGCGCTGCCAGGC 
CTGGCAAGACTGGCCACTGACTCAGGTGACCTTCTACCGAGATGGCTCAGCTCTGGGTCCCC 
CCGGGCCTAACAGGGAATTCTCCATCACCGTGGTACAAAAGGCAGACAGCGGGCACTACCAC 
TGCAGTGGCATCTTCCAGAGCCCTGGTCCTGGGATCCCAGAAACAGCATCTGTTGTGGCTAT 
CACAGTCCAAGAACTGTTTCCAGCGCCAATTCTCAGAGCTGTACCCTCAGCTGAACCCCAAG 
CAGGAAGCCCCATGACCCTGAG-TTGTCAGACAAAGTTGCCCCTGCAGAGGTCAGCTGCCCGC 

ctcctcttctccttctacaaggatggAaggatagtgcaaagcagggggctctcctcagaatt 

CCAGATCCCCACAGCTTCAGAAGAT.CACTCCGGGTCATACTGGTGTGAGGCAGCCACTGAGG 

ACAACGAAGTTTGGAAACAGAGCCGCCAGCTAGAGATCAGAGTGCAGGGTGGTTCGAGCTGT 

GCTGCACCTCCCACATTGAATCCAGCTGCTGAGAAATCAGCTGCTCCAGGAAGTGCTCCTGA 

GGAGGCCCCTGGGCeTCTGCCTCGGGCGCCAACCCCATCTTCTGAGGATCCAGGCTTTTCTT 

CTCCTCTGGGGATGCCAGATCCTCATCTGTATCACCAGATGGGCCTTCTTCTCAAACACATG 

CAGGATGTGAGAGTCCTCCTCGGTCACCTGCTCATGGAGTTGAGGGAATTATCTGGCCACCA 

GAAGCCTGGGACCACAAAGGCTACTGCTGAAKAGAAGTAAACAGTTCATCCATGATCTCACT 

TAACCACCCCAATAAATCTGATTGTTTATTTTCTCTTCCTGTCCTGCACATATGCATAAGTA 

q^TTACAAGTTGTGCCAGTGTtTTGTTAGAATAATGTAGTTAGGTGAGTGTAAATAAATTT 

ATATAAAGTGAGAATTAGAGTTTAGCTATAATTGTGTATTCTCTCTTAACACAACAGAATTC 

TGCTGTCTAGATCAGGAATTTCTATCTGTTATATCGACCAGAATGTTGTGATTTAAAGAGAA 

CTAATGGAAGTGGATTGAATACAGCAGTCTCAACTGGGGGCAATTTTGCCCCCCAGAGGACA 

TTGGGCAATGTTTGGAGACATTTTGGTCATTATACTTGGGGGGTTGGGGGATGGTGGGATGT 

GTGTCTACTGGCATCCAGTAAATAGAAGCCAGGGGTGCCGCTAAACATCCTATAATGCACAG 

GGCAGTACCCCACAACGAAAAATAATCTGGCCCAAAATGTCAGTTGTACTGAGTTTGAGAAA 

CCCCAGCCTAATGAAACCCTAGGTGTTGGGCTCTGGAATGGGACTTTGTCCCTTCTAATTAT 

TATCTCTTTCCAGCCTCA.TTCAGCTATTCTTACTGACATACCAGTCTTTAGCTGGTGCTATG 

GTCTGTTCTTTAGTTGTAGTTTGTATCCCCTCAAAAGCCATTATGTTGAAATCCTAATCCCC 

AAGGTGATGGGATTAAGAAGTGGGCCTTTGGGAAGTGATTAGATCAGGAGTGCAGAGCGCTC 

ATGATTAGGATTAGTGCCCTTATTTAAAAAGGCCCCAGAGAGCTAACTCACCCTTCCACCAT 

ATGAGGACGTGGCAAGAAGATGACATGTATGAGAACCAAAAAACAGCTGTCGCCAAACACCG 

ACTCTGTCGTTGCCTTGATCTTGAACTTCCAGCCTCCAGAACTATGAGAAATAAAATTCTGG 
TTGTTTGTAGCCTAAT " 



BNSDOCIO: <WO_00S37S8A2X>' 



1' 4 foil 



WO 00/53756 



PCT/US00/04341 



FIGURE 20 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA40594 
xsubunit 1 of 1, 359 aa, 1 stop 
><MW: 38899, pi: 5.21, NX(S/T): 0 

MKLGCVLMAWALYLSLGVLWVAQMLLAASFETLQCEGPVCTEESSCHTEDDLTDAREAGFQV 
KAYTFSEPFHLI VSYDWLILQG PAKPVFEGDLLVLRCQAWQDWPLTQVTFYRDGSALGPPGP 
NREFSITVVQKADSGHYHCSGI FQSPGPGI PETASVVAITVQELFPAPILRAVPSAEPQAGS 
PMTLSCQTKLPLQRSAARLLFSFYKDGRI VQSRGLSSEFQI PTASEDHSGSYWCEAATEDNQ 
VWKQSPQLEIRVQGASSSAAPPTLNPAPQKSAAPGTAPEEAPGPLPPPPTPSSEDPGFSSPL 
GMPDPHLYHQMGLLLKHMQDVRVLLGHLLMELRELSGHQKPGTTKATAE 

Signal sequence : 

amino acids 1-17 

Leucine zipper pattern sequence: 

amino acids 12-33 

Protein kinase C phosphorylation site: 

amino acids 353-355 - 



%0 M 



WO 00/53756 



PCT/US00/04341 



21 

tgagSg?^ 
ggaagtgccaga<*ctg^ 

ACCCCCTGCAAGGCTACACC^G^ 

gtc»cc*tctttctacgtga^ 

CCTGCATGTGAGCCACA^gI^T^^^ 

AGAGATAAGATTACTGAGCTCCG^rrrra A n C I^S AGACTCCTGATGG 

tggcagcggttatg^cttc^^ 

GGGGTICTCCTCC^TCACT^^ 

aaagtagcaaccctaagtacotaS^ 

TTTCTGCACTGCCAAGGGCCAGGTTGGC^ 
TCAAAGACTCCTCAAAGCTA^S 
TTGAAAGCAACATCTACACTGA^^ 
TGGAGAGACCAGTGCTGGGCC^G^r^^^ 

CCTTGTGCTGTATGGTGGTTTTTA^C^TGGCCTAT^ 
CAAGAGCATGTCTACGAAGC^GC^A^^^^ 

cccTGcccTCAATTTra?^^ 

C^GAGGTTGTTTTGGCCCTCT 

S AGGAG ^^ 



TCTGGATT^ATGAGTTTCTGGCCACTGAGGrrA 
CAG(^TCTGCTGArii,;£™^ 

"CTTCTTCC 
-GCTGGGAG 
3GATTTGGC 



GGCTTTGCCCTGGAATTiGCC^?G?I5CT?SIrT^?^ CTGGflGCCGCTGGGflGTCflCT 

c^caS^^ 



5S££S GGG f G ^ 

ATCATAACAGC «i A/it3lCTAATGTTCTGACTCTCTCCTGGTGCTCAATAAATATCTA 



WO 00/53756 



PCT/US00/04341 



F IGURE 22 

></usr/seqdb2/sst/DNA/Dnaseqs .min/ss . DNA4 5416 
Xsubunit 1 of 1, 321 aa, 1 stop 
><MW: 35544, pi: 8.51, NX(S/T): 0 

MGILLGLLLLGHLTVDTYGRPILEVPESVTGPWKGDVNLPCTYDPLQGYTQVLVKWLVQRGS 

DPVTIFLRDSSGDHIQQAKYQGRLHVSHKVPGDVSLQLSTLEMDDRSHYTCEVTWQTPDGNQ 

VVRDKITELRVQKLSVSKPTVTTGSGYGFTVPQGMRISLQCQARGSPPISYIWYKQQTNNQE 

PIKVATLSTLLFKPAVIADSGSYFCTAKGQVGSEQHSDI VKFVVKDSSKLLKTKTEAPTTMT 

YPLKATSTVKQSWDWTTDMDGYLGETSAGPGKSLPVFAI ILI ISLCCMVVFTMAYIMLCRKT 
SQQEHVYEAAR 

Signal Sequence : 

amino acids 1-19 

Glycosaminoglycan attachment site: 

amino acids 149-152 

Transmembrane domain : 

amino acids 282-300 



BNSDOCID: <WO. 0053756A2J_> 



WO00/53756 



PCT/USOO/04341 



3GGGGAAGCGCCCGCGTCCGGGGATC 



^SS^^^™^??*5 T ^TCATGTCTACAATAACTTGACTGAGGAACA GM GGGCC G 

TTGCAGATTGAACCTCTGAAGC 
AGGGCGCTACGTGTGGAGCCAT 



-c.a^t^g^S^ 



:tgw 

iCAGT 
'GCTG 

;aaga 
:aggt 

'AAAT 



^™; A ?2? A Sf5!? GAC «^TCTGCTGCAGAATCTTACCATGTCCTACTCTGGACTGTA 

^ACTGTACAGT 
jAGCCCTGCTG 
5AGGAAGAAGA 
5AAACCCAGGT 

AGTGCCTCACGCAGCCAGCGG^CACTgJcIaCTGACG^ 



^^^™I„?^?? TC ^ GTCACCA GCCACACAACCAGATGAGAGGTrATrTa a r. T ^^. 



ATTGTGCCTTTAGACCAGAGTAAGGG 

:tgtggtgagaaggttggggaaaggtg 

'TTGTATCAGTGCTTTGATTCACAATT 
'ATGCATTTCTGCAAACTTATTGGATT 
TTATTACACCTGTCTACACCATGTAC 
lACATGTGTCTTCTATTCTGACTTAAC 
GGAGTTGAAATAGTGGGAGATGGAGA 

C AG ATGCCTPT A a rr ^^^^-^AT AATGGAG CAAT T GT GGATT TCCCC TC AAAT 



\GAAGGTTGGGGAAAGGT< 
iGTGCTTTGATTCACAAT' 
?CTGCAAACTTATTGGAT' 
lCCTGTCTACACCATGTA< 
'CTTCTATTCTGACTTAAC 



^S^^TE^^tatttgttgaccaggacctgtggtgagaaggttggggaaaggtg 

TTTGTATCAGTGC' 
TATGCATTTCTGCi 
3TTATTACACCTG*: 
AACATGTGTCTTC: 
3GGAGTTGAAATAC 
3ACTATTTGTATTC 
TGAAGAGCTTTCC; 



^I^J^SI^^^AATGTGGGATATTTTGTA^GTGCTTTGATTCACAATT 

TTTCTATGCATT": 

:agccttattac7 



TGG^CrArr^^rT^^^^^^ A ^^^^^^^^^^^^^^^^^A^GGTAGCC 



WO 00/53756 



PCT/US00/04341 



FIGURE 24 



></usr/seqdb2/sst /DNA/Driaseqs .min/ss. DNA4 5419 
xsubunit 1 of 1, 373 aa, 1 stop 



XMW: 41281, pi: 8.3.3, NX(S/T): 3 

MSLLLLLLLVS YYVGTLGTHTEIKRVAEEKVTLPCHHQLGLPEKDTLDIEWLLTDNEGNQKV 
VITYSSRHVYNNLTEEQKGRVAFASNFLAGDASLQIEPLKPSDEGRYTCKVKNSGRYVWSHV 
ILKVLVRPSKPKCELEGELTEGSDLTLQCESSSGTEPIVYYWQRIREKEGEDERLPPKSRID 
YNHPGRVLLQNLTMSYSGLYQCTAGNEAGKESCVVRVTVQYVQSIGMVAGAVTGIVAGALLI 
FLLVWLLIRRKDKERYEEEERPNEIREDAEAPKARLVKPSSSSSGSRSSRSGSSSTRSTANS 
ASRSQRTLSTDAAPQPGLATQAYSLVGPEVRGSEPKKVHHANLTKAETTPSMI PSQSRAFQTV 

Signal sequence: 

amino acids 1-16 

Transmembrane domain: 

amino acids 232-251 




_0053756A2J_> 



WO 00/53756 



PCT/USOO/04341 



Scctcccttgcot^ 

GCCCGCCrArSflrar^r^ ~ GGGACCTCTCCGA GCAGCAGCACCGCCCTCGCCTCCTGCAGCCGCATC 



S| T C G C G ^ 



G ^ GG ^^ G ^ G ^ GGGCTTCTTGG TGGATGAGTCGGAGCCCCTTCTCCGCTGTGACTCTACATC^^^ 



GTGTGTGTGT^TGTGT 



AC 
XT 
TT 
CT 
GT 
SC 

S?I A ™ ACA ^^^ 



aIaaIS a t ta £S 

CCCCATTGAGTTACTGTAATGCAATTC 
CTGAAACTTGACCACACTATTGCTGA1 
TCTTCTTATGCTAATATGCTCTGGGCT 
GACAACTGGGCCACCAAAGAACTTGAA 
GGAAAGTCAAAATCAAGTGCCAGTGGC 
TTTTTTATATACACATAATCAATAGGT 
ACTTTAATTAAAAATGGCTGCAACTGT 

TACCTTCTAATGCTCAGTTGCCAGGTTCCAATGCAAAGGTGGCGTGGACTCCCTTTGTGTGGGTGGGGTTTGTGG 



AAAAACAAATATTATTACTATTTTTATTATTGTTTGTCCTTT^ 

g ^ gaaacttgaccacacta ttgctgattgtatggttttcacctggacaccgtgtagaatgcttS 

GA^Trrrr^^ 



ATTAAGAAAATTTAAGA 
GG 
GTAC 
CTT 

TTGCTGCACTTT 
CTTG 



GTAGTGj^AAGGACCGATATCAGAAA^ 



BNSOOCID: <WOj 0053756A2_L»- 



WO 00/53756 



PCT/USOO/04341 



FIGURE 2 6 

></usr/seqdb2/sst/DNA/Dnaseqs .min/ss. DNA52 594 
Xsubunit 1 of 1, 655 aa, 1 stop 
><MW: 71845, pi: 8.22, NX(S/T): 8 

MGTSPSSSTALASCSRIARRATATMIAGSLLLLGFLSTTTAQPEQKASNLIGTYRHVDRATG 
QVLTCDKCPAGTYVSEHCTNTSLRVCSSCPVGTFTRHENGIEKCHDCSQPCPWPMIEKLPCA 
ALTDRECTCPPGMFQSNATCAPHTVCPVGWGVRKKGTETEDVRCKQCARGTFSDVPSSVMKC 
KAYTDCLSQNLVVIKPGTKETDNVCGTLPSFSSSTSPSPGTAIFPRPEHMETHEVPSSTYVP 
KGMNSTESNSSASVRPKVLSSIQEGTVPDNTSSARGKEDVNKTLPNLQVVNHQQGPHHRHIL 
KLLPSMEATGGEKSSTPIKGPKRGHPRQNLHKHFDINEHLPWMIVLFLLLVLVVIVVCSIRK 
SSRTLKKGPRQDPSAIVEKAGLKKSMTPTQNREKWI YYCNGHGIDILKLVAAQVGSQWKDI Y 
QFLCNASEREVAAFSNGYTADHERAYAALQHWTIRGPEASLAQLISALRQHRRNDVVEKIRG 
LMEDTTQLETDKLALPMSPSPLSPSPIPSPNAKLENSALLTVEPSPQDKNKGFFVDESEPLL 
RCDSTSSGSSALSRNGSFITKEKKDTVLRQVRLDPCDLQPIFDDMLHFLNPEELRVIEEI PQ 
AEDKLDRLFEI IGVKSQEASQTLLDSVYSHLPDLL 

Signal sequence : 

amino acids 1-41 

Transmembrane domain : 

amino acids 350-370 



BNSDOCID: <WO 0O53756A2.l_> 



WO 00/53756 



PCT/USOO/04341 



CA^GGGGAAAATGATCCGCCTGCTGTTC^ 
TTGATGATTTGAAAAT^CTCcI^ 
TCACTGCTGCCATTGAAGTT^^^^^ 
ACTGGCCATTGGTCTGGGCATCCAC 0 ^^ 

GAGTACCGCTGTGTCCGGGTGGGTGGTCAGA^TGCrrTr^ 
GTGGAAGACCATGTGCTCCGATG^CT.^ 

tgggtttcccaagctatg^^ 

CGGGAGGAGTTTGTGTCCATCGATCAOTC^ 

■ ctc^gtatatgtgagggagggatgtc^^ 

GTGGTCATAGAAGGGGCTA?AGC?CACGCATrr^ 
■TGGCCCTGGCAGGCCAGCC^^ 
GCCCCTGTGGATCATCACTGCTG^^ 

ccatccaggtgggtc^g??^ 
"attgtctaccacagcaa1?a^^ 
ggccgggccactcacgttcaatcaIu^ 

ACTTCCCCGATGGAAAAGTGTG^^^ 

GCCTCCCCTGTCCTGAACCACGCG^ 

GGACGTGTACGGTGGCATCATCTCCCCCTCPA 

TGGACAGCTGCCAGGGGGACAGCGG^^ 

TTAGTGGC^GCGACCA^ 

CCGTGTCACCTCCTTCCTGGACTGGAT^ 

GAGGAAGGGGACAACTAGcSS^ 

ggactcccgtgta^ga1 G c?gS?a A gS 

GTAGCAGGCCCGAAAGAGGCACcSSca 0 ?^^^ 
GTTTTTTGTTTTTTTG^ 
TCCCTGCTCACTGCAGCCT^^^ 
GTAGCTGGGACCACAGGTGCCCrrraS^ 

cattgtctggcgtgtctgcgtggactg^^g^^tg^^tcaaaa^c^tc^^^Jtgaaa^^^^^'"' 1 ' 



a 1 

BNSDOCID: <WO__0O53756A2_t_> 



WO 00/53756 



PCT/USOO/04341 




XMW: 49334, pi: 6.32, NX(S/T): 1 

MGENDPPAVEAPFSFRSLFGLDDLKISPVAPDADAVAAQILSLLPLKFFPIIVIGIIALILA 

LAIGLGIHFDCSGKYRCRSS FKCIELIARCDGVSDCKDGEDEYRCVRVGGQNAVLQVFTAAS 

WKTMCSDDWKGHYANVACAQLGFPS YVSSDNLRVSSLEGQFREEFVS IDHLLPDDKVTALHH 

SVYVREGCASGHVVTLQCTACGHRRGYSSRIVGGNMSLLSQWPWQASLQFQGYHLCGGSVIT 

PLWI ITAAHCVYDLYLPKSWTIQVGLVSLLDNPAPSHLVEKI VYHSKYKPKRLGNDIALMKL 

AGPLTFNEMIQPVCLPNSEENFPDGKVCWTSGWGATEDGGDASPVLNHAAVPLISNKICNHR 

DVYGGIISPSMLCAGYLTGGVDSCQGDSGGPLVCQERRLWKLVGATSFGIGCAEVNKPGVYT 
RVTSFLDWIHEQMERDLKT 



Signal Peptide: 



amino acids 1-20 



Transmembrane domain: 



amino acids 240-284 




BNSDOCIO: <WO 00537S6A2J_> 



WO 00/53756 

PCT/US00/04341 



?cgSg?ggg^ 



AATATTCGACT 



-ATGGGCAAGAAGGCATAAAAGAGAGACCCTGAAGGCAAOTAAGTA^^ 
AGAGTTTCAGAGGCAAGGAAAAGATCTGGAAAAAGTT^ 

AAG.TCAGGACCCAraCACCAGCgTGG 

* GACAATGCGCAGCTTGTCAGTGGGGTTT ^^ 
GAGG S AG ^^^^ 



3GGAGTC.TTTCGGGGGCCA 

GAAGCCTGCAGGAACAGCGTGCAGGGACTCCAGCAACTCCTGTGAC 
• T^0«eCA<5CeAATGTCTA^^ 

: CTGCCAGACTCACGAGCAGCAGTGTGTCA^^ 

GAGAGTCAATtCTGCAG^GATCCTTATGGCAACTGtGGC^ 

CATAGAAACAAACATCCCTCTGCAGCAAGGAGGCCGGATTCTGTGCCGGGGGACCCACGTGTAC^TTGGG^ 

^GGCAG AGGGGTGTGCAACAACAGGAAGAA 



£T!pgCMAGGAG£TCAeG^^^ 

2AAGAGGACTCAAAAGTGTGGCCTTTC 



CT 

CTTTTAGCATTTATTATATGAAAAT 



jGCTCTTTGCTGTGGACATGCGTGACCAGC 

. v^™v3 x a. j. s»"^^x i x UU/\LrAAAGCCAGGGAACCGACAGA( 
U^GTGAAAACMTGTAAGAGCCTAA'CTrraTrrrrrr:^^ 

GAAAT 



BNSDOCID: <WO 00537 56A2_L> 



WO 00/53756 



FIGURE 30 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss . DNA49624 
Xsubunit 1 of 1, 735 aa, 1 stop 
XMW: 80177, pi: 7.08, NX(S/T): 5 

MAARPLPVSPARALLLALAGALLAPCEARGVSLWNQGRADEVVSASVRSGDLWIPVKSFDSK 

NHPEVLNIRLQRESKELIINLERNEGLIASSFTETHYLQDGTDVSLARNYTGHCYYHGHVRG 

YSDSAVSLSTCSGLRGLIVFENESYVLEPMKSATNRYKLFPAKKLKSVRGSCGSHHNTPNLA 

AKNVFPPPSQTWARRHKRETLECATKYVELVI VADNREFQRQGKDLEKVKQRLIEIANHVDKF 

YRPLNIRI VLVGVEVWNDMDKCSVSQDPFTSLHEFLIJWRKMKLLPRKSHDNAQLVSGVYFQG 

TTIGMAPIMSMCTADQSGGIVMDHSDNPLGAAVTLAHELGHNFGMNHDTLDRGCSCQMAVEK 

GGCIMNASTGYPFPMVFSSCSRKDLETSLEKGMGVCLFNLPEVRESFGGQKCGNRFVEEGEE 

CDCGEPEECMNRCCNATTCTLKPDAVCAHGLCCEDCQLKPAGTACRDSSNSCDLPEFCTGAS 

PHCPANVYLHDGHSCQDVDGYCYNGICQTHEQQCVTLWGPGAKPAPGICFERVNSAGDPYGN 

CGKVSKSSFAKCEMRDAKCGKIQCQGGASRPVIGTNAVSIETNIPLQQGGRILCRGTHVYLG 

DDMPDPGLVLAGTKCADGKICLNRQCQNISVFGVHECAMQCHGRGVCNNRKNCHCEAHWAPP 

FCDKFGFGGSTDSGPIRQAEARQEAAESNRERGQGQEPVGSQEHASTASLTLI 

Signal peptide: 

amino acids 1-28 



6NSDOCI& <WO 0O537S6A2_l_> 



WO 00/53756 



PCT/USOO/04341 



FIGURE 31 

TCCCAAGGCTTCTTGGATGGCAGATGATTNTGGGGTTTTGCATTGTTTCCCTGACAACGAAA 

ACAAAACAGTTTTGGGGGTTCAGGAGGGGAANTCCAGCCTACCCAGGAAGTTTGCAGAAACA 

GTGCAAGGAAGGGCAGGANTTCCTGGTTGAGNTTTTTGNTAAAACATGGACATGNTTCAGTG 

CTGGTCNTGAGAGAGTAGCAGGTTACCACTTTTGGCAGGCCCCAGCCCTGCAGCAAGGAGGA 

AGAGGACTCAAAAGTTTGGCCTTTCACTGAGCCTCCACAGCAGTGGGGGAGAAGCAAGGGTT 

GGGCCCAGTGTCCCCTTTCCCCAGTGACACCTCAGCCTTGGCAGCCCTGATAACTGGTNTNT 

GGCTGCAANTTAATGCTNTGATATGGCTTTTAGCATTTATTATATGAAAATAGCAGGGTTTT 
AGTTTTTA^TTTATCAGAGACcbfdc'CACCCA^ 




00S3756A2J_> 



WO 00/53756 



PCT/US00/0434I 



FIGURE 39 

CATCCTGCAACATGGTGAAACCACGCCTGGCTAATTTTGTTGTATTTTTGGTAGAGATGGGA 

TTTCACCGTGTTAG'CCAGGATTGTCTCAATCTGACCTCATGATCTGCCCGCCTCGGCCTCCC 

AAAGTGCTGGGATTACAGGCGAGTGCAACCACACCCGGCCACAAACTTTTTAAGAAGTTAAT 

GAAACCATACCTTTTACATTTTTAATGACAGGAAAATGCTCACAATAATTGTTAACCCAAAA 

TTCTGGATACAAAAGTACAATCTTTACTGTGTAAATACATGTATATGTACTATATGAAAATA 

TACCAAATATCAATAATACTTATCTCTGGGTAAAAACCTCTTCTCATACCCTGTGCTAACAA 

CTTTTAACAAAAAATTTGCATCACTTTTAAGAATCAAGAAAAATTTCTGAAGGTCATATGGG 

ACAGAAAAAAAAACCAAGGGAAAAATCACGCCACTTGGGAAAAAAAGATTCGAAATCTGCCT 

TTTTATAGATTTGTAATTAATAAGGTCCAGGCTTTCTAAGCAACTTAAATGTTTTGTTTCGA 

AACAAAGTACTTGTCTGGATGTAGGAGGAAAGGGAGTGATGTCACTGCCATTATGATGCCCC 

TTGAATATAAGACCCTACTTGCTATCTCCCCTGCACCAGCCAGGAGCCACCCATCCTCCAGC 

ACAGTGAGCAGCAAGCTGGACACACGGCACACTGATCCAAAT6GGTAAGGGGATGGTGGCGA 

TGCTCATTCTGGGTCTGCTACTTCTGGCGCTGCTCCTACCCGTGCAGGTTTCTTCATTTGTT 

CCTTTAACCAGTATGCCGGAAGCTACTGCAGCCGAAACCACAAAGCCCTCCAACAGTGCCCT 

ACAGCCTACAGCCGGTCTCCTTGTGGTCTTGCTTGCCCTTCTACATCTCTACCATTAAGAGG 

CAGGTCAAGAAACAGCTACAGTTCTCCAACCCATACACTAAAACCGAATCCAAATGGTGCCT 

AGAAGTTCAATGTGGCAAGGAAAAAAACCAGGTCTTCATCAAATCTACTAATTTCACTCCTT 

ATTAACAGAGAAACGCTTGAGAGTCTCAAACTGGACTGGTTTAAAGAGCATCTGAAGGATTT 

GACTAGATGATAAATGCCTGTACTCCCAGTACTTTGGGAGGCCTAGGCCGGCGGATCACCTG 

AGGTCAGGAGTTTGAGACTAACCTGGCCAAAATGGTGAAACCCCATCTGTACTAAAAATACA 

AATATTGACTGGGCGTGGTGGTGAGTGCCTGTGATCCCAGCTACTCAGGTGGCTGAAGCAGG 

ACAATCACTTGAACTCAGGAGGCAGAGGTTGCAGTGAGCTGAGATCGCGCTACTGCACTCTA 

GCCTAGCCTGGGCAACAGAGTGAGACTTCGTCTCAAAAAAAAAAAAGCCAAGTGCAGTGGCT 

CACGCCTGTAATCCCGGCACTTTGGGAGGCCGAGGTGGGCGGATCACGAGGTCAGGAGATCA 

AGACCATCCTGGCTAATACAGTGAAACCCTGTCTCTACTAAAAATACAAAAAATTAGCCGGG 

GATGGTGGCAGGCACCTGGAGTCCCAGCTACTCGGGAGGCTGAGGCAGGAGAATAGCGTGAA 

CTCAGGAGGCGGAGCTTGCAGTGAGCCGAGATTGCGCTACTGCACTCCAGCCTGGGCGACAG 

CGCGAGACTCCGTCTCAAAAAAAAAAAAAAAAAAAAAAAA 



BNSOOCID: <WO 0053756A2J_> 



WO 00/53756 



PCT/US00/04341 



FIGURE 33 



></usr/seqdb2/sst/DNA/Dnaseqs .min/ss. DNA4 8 30 9 
xsubunit 1 of 1, 67 aa, 1 stop 
><MW: 6981, -pi: 7.47, NX(S/T): 0 

MGKGMVAMLILGLLLLALLLPVQVSSFVPLTSMPEATAAETTKPSNSALQ 
LHLYH ' 

Signal peptide : 

amin<> -acids ^15-2-7;:, :/ : : .. s . 







BNSDOCID: <WO 0053756A2_I_> 



WO 00/53756 



PCT/US00/04341 



FIGURE 34 

GCCGCGGCGAGAGCGCGCCCAGCCCCGCCGCGATGCCCGCGCGCCCAGGACGCCTCCTCCCGCTGCTGGCCCGGr 

^^^^™^ TGCGCTGCTGCTGCTGCTGC TGGGCCATGGCGGCGGCGGGCGCTGGGGCGCCCGGGCCCAGG 

^ G ^ GGGGGGGGGCGGCGGCGGACGGGCCCCCGG CGGCAGACGGCGAGGACGGACAGGACCCGCACAGCAAGCACC 

T G ^ G S GGGCCGACATGTTCACGCACGGGATCC AGAGCGCCGCGCACTTCGTCATGTTCTTCGCGCCCTGGTGTG 

GAGAG J GCCAGCGGCTGCAGCCGACTTGG ^GACCTGGGAGACAAATACAACAGCATGGAAGATGCCAAAGTCT 

A ^ G ^ GGCTAAAGTGGACTGCACGGCCGAG TCCGACGTGTGCTCCGCCCAGGGGGTGCGAGGATACCCCACCTTAA 

AGG H^ GA ^ GCCAGGCCAAGAAGCTGTG ^GTACCAGGGTCCTCGGGACTTCCAGACACTGGAAAACTGGATGC 

J GGAGACACTGAACGAGGAGCCAGTGACACC AGAGCCGGAAGTGGAACCGCCCAGTGCCCCCGAGCTCAAGCAAG 

GGCTGTATGAGCTCTCAGCAAGCAACTTTGAGCTGCACGTTGCACAAGGCGACCACTTTATCAAGTTCTTCGCTC 

CGTGGTGTGGTCACTGCAAAGCCCTGGCTCCAACCTGGGAGCAGCTGGCTCTGGGCCTTGAACATTCCGAAACTG 

TCAAGATTGGCAAGGTTGATTGTACACAGCACTATGAACTCTGCTCCGGAAACCAGGTTCGTGGCTATCCCACTC 

^ G I G ^ GGTTCCGAGATGGGAAAAAGGT GGATCAGTACAAGGGAAAGCGGGATTTGGAGTCACTGAGGGAGTACG 

TGGAGTCGCAGCTGCAGCGCACAGAGACTGGAGCGACGGAGACCGTCACGCCCTCAGAGGCCCCGGTGCTGGCAG 

CTGAGCCCGAGGCTGACAAGGGCACTGTGTTGGCACTCACTGAAAATAACTTCGATGACACCATTGCAGAAGGAA 

TAACCTTCATCAAGTTTTATGCTCCATGGTGTGGTCATTGTAAGACTCTGGCTCCTACTTGGGAGGAACTCTCTA 

AAAAGGAATTCCCTGGTCTGGCGGGGGTCAAGATCGCCGAAGTAGACTGCACTGCTGAACGGAATATCTGCAGCA 

AGTATTCGGTACGAGGCTACCCCACGTTATTGCTTTTCCGAGGAGGGAAGAAAGTCAGTGAGCACAGTGGAGGCA 

GAGACCTTGACTCGTTACACCGCTTTGTCCTGAGCCAAGCGAAAGACGAACTTTAGGAACACAGTTGGAGGTCAC 

CTCTCCTGCCCAGCTCCCGCACCCTGCGTTTAGGAGTTCAGTCCCACAGAGGCCACTGGGTTCCCAGTGGTGGCT 

GTTCAGAAAGCAGAACATACTAAGCGTGAGGTATCTTCTTTGTGTGTGTGTTTTCCAAGCCAACACACTCTACAG 

ATTCTTTATTAAGTTAAGTTTCTCTAAGTAAATGTGTAACTCATGGTCACTGTGTAAACATTTTCAGTGGCGATA 

TATCCCCTTTGACCTTCTCTTGATGAAATTTACATGGTTTCCTTTGAGACTAAAATAGCGTTGAGGGAAATGAAA 

TTGCTGGACTATTTGTGGCTCCTGAGTTGAGTGATTTTGGTGAAAGAAAGCACATCCAAAGCATAGTTTACCTGC 

CCACGAGTTCTGGAAAGGTGGCCTTGTGGCAGTATTGACGTTCCTCTGATCTTAAGGTCACAGTTGACTCAATAC 

TGTGTTGGTCCGTAGCATGGAGCAGATTGAAATGCAAAAACCCACACCTCTGGAAGATACCTTCACGGCCGCTGC" 

TGGAGCTTCTGTTGCTGTGAATACTTCTCTCAGTGTGAGAGGTTAGCCGTGATGAAAGCAGCGTTACTTCTGACC 

GTGCCTGAGTAAGAGAATGCTGATGCCATAACTTTATGTGTCGATACTTGTCAAATCAGTTACTGTTCAGGGGAT 

CCTTCTGTTTCTCACGGGGTGAAACATGTCTTTAGTTCCTCATGTTAACACGAAGCCAGAGCCCACATGAACTGT 

TGGATGTCTTCCTTAGAAAGGGTAGGCATGGAAAATTCCACGAGGCTCATTCTCAGTATCTCATTAACTCATTGA 

AAGATTCCAGTTGTATTTGTCACCTGGGGTGACAAGACCAGACAGGCTTTCCCAGGCCTGGGTATCCAGGGAGGC 

TCTGCAGCCCTGCTGAAGGGCCCTAACTAGAGTTCTAGAGTTTCTGATTCTGTTTCTCAGTAGTCCTTTTAGAGG 

CTTGCTATACTTGGTCTGCTTCAAGGAGGTCGACCTTCTAATGTATGAAGAATGGGATGCATTTGATCTCAAGAC 

CAAAGACAGATGTCAGTGGGCTGCTCTGGCCCTGGTGTGCACGGCTGTGGCAGCTGTTGATGCCAGTGTCCTCTA 

ACTCATGCTGTCCTTGTGATTAAACACCTCTATCTCCCTTGGGAATAAGCACATACAGGCTTAAGCTCTAAGATA 

GATAGGTGTTTGTCCTTTTACCATCGAGCTACTTCCCATAATAACCACTTTGCATCCAACACTCTTCACCCACCT 

CCCATACGCAAGGGGATGTGGATACTTGGCCCAAAGTAACTGGTGGTAGGAATCTTAGAAACf-AGACCACTTAT? 

CTGTCTGTCTGAGGCAGAAGATAACAGCAGCATCTCGACCAGCCTCTGCCTTAAAGGAAATCTTTATTAATCACG 

TATGGTTCACAGATAATTCTTTTTTTAAAAAAACCCAACCTCCTAGAGAAGCACAACTGTCAAGAGTCTTGTACA 

CACAACTTCAGCTTTGCATCACGAGTCTTGTATTCCAAGAAAATCAAAGTGGTACAATTTGTTTGTTTAGACT^T 

GATACTTTCTAAATAAACTCTTTTTTTTTAA ... 



BMSDOCID: <WO 0053756A2J_> 
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FIGURE 35 



></usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA46776 
Xsubunit 1 of' 1, 432 aa, 1 stop 
XMW: 47629, pi: 5.90, NX(S/T): 0 

MPARPGRLLPLLARPAALTALLLLLLGHGGGGRWGARAQEAAAAAADGPPAADGEDGQDPHS 
KHLYTADWFTHGiQSAAHFVMFFAPWCGHCQRLQPTWNDLGDKYNSMEDAKVYVAKVDCTAH 

s DvcsAQGVRG ypt'l'kl fk pgqeavk yqgPrdfqtlenWmlqtlneepvtpepeveppsape 

LKQGLYELSASNFELHVAQGDHFfkFFAPWCGHCKAtAPTWEQLALGLEHSETV 
6'hYELCSGNQVR^YPTLLW 

PVLAAE P EApKGTVLALTENN FDDTIAEGJT FI KFYAPWCGHCKTLAPTWEELSKKE FPGLA 
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FIGURE 36 

CTTTTCTGAGGAACCACAGCAAT6AATGGCTTTGCATCCTTGCTTCGAAGAAACCAATTTAT 

CCTCCTGGTACTATTTCTTTTGCAAATTCAGAGTCTGGGTCTGGATATTGATAGCCGTCCTA 

CCGCTGAAGTCTGTGCCACACACACAATTTCACCAGGACCCAAAGGAGATGATGGTGAAAAA 

GGAGATCCAGGAGAAGAGGGAAAGCATGGCAAAGTGGGACGCATGGGGCCGAAAGGAATTAA 

AGGAGA^CTGGGTGATATGGGAGATCAGGGCAATATTGGCAAGAC.TGGGCCCATTGGGAAGA 

AGGGTGACAAAGGGGAAAAAGGTTTGCTTGGAATACCTGGAGAAAAAGGCAAAGCAGGTACT 

GTCTGTGATTGTGGAAGATACCGGAAATTTGTTGGACAACTGGATATTAGTATTGCTCGGCT 

CAAGACAT&TAaKSAAGTTTGTCAAGAATGTGATAGCAGGGATTAGGGAAACTGAAGAGAAAT 

TCTAGTACATCGTGCAGGAAGAGAAGAACTACAGGGAATCCCTAACCCACTGCAGGATTCGG 

GGTGGAATGCTAGCCATGCCCAAGGATGAAGCTGCCAACACACTCATCGCTGACTATGTTGC 
CAA i GAGT£GC'ETCT;]H , C^&^ 

T.GTCCACAGACAAQACTCCACTGCAGAACTATAGCAACTGGAATGAGGGGGAACCCAGCGAC 
CCCTATGGTCATGAGGACTGTGTGGAGATGCTGAGCTCTGGCAGATGGAATGACACAGAGTG 
^^^^^^^S^^^^^^^S^^^^iQ^ GAG^FC AT C AAGAAG AAAAAGTAACT TC CCT C AT C C T 
ACGTATTTG_CT ; ATTTTCCTGTGACCGTCAT.TACAGTTATTGTTATCCATCCTTTTTTTCCTG 

ATTGTACTACATTTGATCTGAGTCAACATAGCTAGAAAATGCTAAACTGAGGTATGGAGCCT 
CCATCATCAAAAAAAAAAAAAAAA 
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FIGURE 37 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA50980 
xsubunit 1 of 1, 277 aa, 1 stop 
><MW: 30645, pi: 7.47, NX(S/T): 2 

MNGFASLLRRNQFILLVLFLLQIQSLGLDIDSRPTAEVCATHTISPGPKGDDGEKGDPGEEG 

KHGKVGRMGPKGIKGELGDMGDQGNIGKTGPIGKKGDKGEKGLLGI PGEKGKAGTVCDCGRY 

RKFVGQLDISIARLKTSMKFVKNVIAGIRETEEKFYYIVQEEKNYRESLTHCRIRGGMLAMP 

KDEAANTLIADYVAKSGFFRVFIGVNDLEREGQYMSTDNTPLQNYSNWNEGEPSDPYGHEDC 
VEMLSSGRWNDTECHLTMYFVCEFIKKKK 

Signal peptide : 

amino acids 1-25 
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FIGURE 3ft 

GGTTCTATCGATTCGAATTCGGCCACACTGGCCGGATCCTCTAGAGATCCCTCGACCTCGAC 
CCACGCGTCCGCTGCTCTCCGCCCGTGTGGAGTGGTGGGGGCCTGGGTGGGAATGGGCGTGT 
GCCAGCGCACGCGCGCTCCCTGGAAGGAGAAGTCTCAGCTAGAACGAGCGGCCCTAGGTTTT 

:tsctgctga 



iGGGGGGC 



AGGGCTGeACGCGCCTTCCTAGGTGCGGTAGGGTGGGAGTGGGGACCCGACGGCGGGGAGAG 
CGGGGAGGGGAGCGGTGGAGAAGGGGAGCGGGGA^ 

GAAGCGGCGCGGAGTTTGCCGGAGGGGACGGTGCC 

CTGTCACCTGGAGCAACTGTGGCGCTGCTCCTCCCCGCTGGCCCAGAGTTTCTGTGGC^ 

?mCGGGGTGGCCMC5SCGGCCTGCGCACTGCCTTTGTGCCCACCGCCCTGCGCCG^ 

CCCTGCTGCACTGCCTCCGCAGCTGCGGCGCGCGCGCGCTGGTGCTGGCGCCAGAGT??CTG 

GA&T€:CCTGGAGCCGGACCTGCCCGCCCTGAGAGCCATGGGGCTCCACCTGTGGGCTGCAGG 

CCCAGGAACCCACCCTGCTGGAATTAGCGATTTGCTGGCTGAAGTGTCCGCTGAAGTGGATG 
<^CCAGTGC<»GGA*ACCT^ 

ACCTCTGGCACCACGGGCCTCCCCAAGGCTGCTCGGAfCAGTCATCTGAAGATCCTGCAATG 



TCTA-CrrA'CATGTCCGGl-'TCCCTGCTGGGCATCGTGGGCTGCATGGGCATTGGGGCCACAGTG 
SSS2^ TGC ^ GTTGTCGGCTGGTCAGTTCTGGG ^ GAT TGCCAGCAGCAC^ 

?^S^ CAGTACATTGGGGAGCTGTGCCGATACCTTGTC ^ 

AACGTGGCCATAAGGTCCGGCTGGCAGTGGGCAGCGGGCTGCGCCCAGATACCTGGGAGCGT 



____ . . JTGACAGAGGGCAACGT 

GGCCACCATCAACTACACAGGACAGCGGGGCGCTGTGGGGCGTGCTTCCTGGCTTTACAAGC 

CAGGGGCACTGTATGGCCACATCTCCAGGTGAGCCAGGGCTGCTGGTGGCCCCGGTAAGCCA 



ATGTeTTeCGGCCTiSG^ 



CACAACCGAGGTGGCAGAGGTCTTCGAGGCCCTAGATTTTCTTCAGGAGGTGAACGTCTATG 

GAGTCACTGTGCCAGGGCATGAAGGCAGGGCTGGAATGGCAGCCCTAGTTCTGCGTCCCCCC 

CACGCTTTGGACCTTATGCAGCTCTACACCCACGTGTCTGAGAACTTGCCACCTTATGCCCG 

SSSS CGATTCCTCAGGCTCCAGGAGTCTTTGGCCACCA CAGAGACCTTCAAACAGCAGAAAG 

TTCGGATGGCAAATGAGGGCTTCGACCCCAGCACCCTGTCTGACCCACTGTACGTTCTGGAC 

CAGGCTGTAGGTGCCTACCTGCCCCTCACAACTGCCCGGTACAGCGCCCTCCTGGCAGGAAA 

CCTTCGAATCTgAGAACTTCCACACCTGAGGCACCTGAGAGAGGAACi'CTGTGGGGTGGGGG 

CCGTTGCAGGTGTACTGGGCTGTCAGGGATCTTTTCTATACCAGAACTGCGGTCACTATTTT 

GTAATAAATGTGGCTGGAGCTGATCCAGCTGTCTCTGACCTAAAAAAAAAAAAAAAAAAAAA 

AAAAAAAAAGGGCGGCCGCGACTCTAGAGTCGACCTGCAGTAGGGATAACAGGGTAATAAGC 
TTGGCCGCCATGGCCCAACTTGTTTATTGCAG i 
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FIGURE 33 



></usr/seqdb2/sst/DNA/Dnaseqs.min/ss . DNA50913 
xsubunit 1 of 1, 730 aa, 1 stop 



XMW: 78644, pi: 7.6.5, NX(S/T): 2 

MGVCQRTRAPWKEKSQLERAALGFRKGGSGMFASGWNQTVPIEEAGSMAALLLLPLLLLLPL 

LLLKLHLWPQLRWLPADLAFAVRALCCKRALRARALAAAAADPEGPEGGCSLAWRLAELAQQ 

RAAHTFLIHGSRRFS YSEAERESNRAARAFLRALGWDWGPDGGDSGEGSAGEGERAAPGAGD 

AAAGSGAEFAGGDGAARGGGAAAPLSPGATVALLLPAGPEFLWLWFGLAKAGLRTAFVPTAL 

RRGPLLHCLRSCGARALVLAPEFLESLEPDLPALRA{4GLHLWAAGPGTHPAGISDLLAEVSA 

EVDGPVPGYLSSPQSITDTCLYI FTSGTTGLPKAARiSHLKILQCQGFYQLCGVHQEDVI YL 

ALPLYHMSGSLLGIVGCMGIGATVVLKSKFSAGQFWEbCQQHRVTVFQYIGELCRYLVNQPP 

SKAERGHKVRLAVGSGLRPDTWERFVRRFGPLQVLETYGLTEGNVATINYTGQRGAVGRASW 

LYKHIFPFSLIRYDVTTGEPIRDPQGHCMATSPGEPGLLVAPVSQQSPFLGYAGGPELAQGK 

LLKDVFRPGDVFFNTGDLLVCDDQGFLRFHDRTGDTFRWKGENVATTEVAEVFEALDFLQEV 

NVYGVTVPGHEGRAGMAALVLRPPHALDLMQLYTHVSENLPPYARPRFLRLQESLATTETFK 

QQKVRMANEGFDPSTLSDPLYVLDQAVGAYLPLTTARYSALLAGNLRI 

Type II transmembrane domain: 

amino acids 45-65 



Other 'transmembrane domain: 

amino acids 379-398 ,- ; 

cAMP- and cGMP-dependent protein kinase phosphorylation site 

starting at amino acid 136 

CUB domain protein motif 

amino acids 254-261 

putative AMP-binding domain siganture 

amino acids 332-343 

N-glycosylation sites 

amino acids 37-40 and 483-486 
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FIGURE 40 

CCTGTGTTAAGCTGAGGTTTCCCCTAGATCTCGTATATCCCCAACACATACCTCCACGCACA 
CACATCCCCAAGAACCTCGAGCTCACACCAACAGACACACGCGCGCATACACACTCGCTCTC 
GCTTGTCCATCTCCCTCCCGGGGGAGCCGGCGCGCGCTCCCACCTTTGCCGCACACTCCGGC 
GAGCCGAGCCCGCAGCGCTCCAGGATTCTGCGGCTCGGAACTCGGATTGCAGCTCTGAACCC 

:gt 

jCGCTGCTCGTCCCCTCGG 

?ctggcgggcttt 

:gagctggatttgtatg 

ttgcacgatgcgttcttggatcggggctgtgattcttcccctcttggggctgctgctctccc 
tgc.gcgc^gggggggaxgtgaagggtcggaggtggggagaggtcggccaggcgtacggtgcc 
aagggattcagcctggcggacatcccctaccaggagatcgcagg 
tcctcaggaat-atagatggtgoagcacag 

tc g^tttgaaaagcttqt ; ggaagagacaagcca-ttttgtgcgcaccacttttgtgtcca 
cataagaaatttgacgaatttttccgagagctcctggag 

■PATGTTTGfAGGGACCTATGGCATGCTGTACATGCAGAATTCAGAAGTCTTCCAGGACCTCT 
TCACAGAGCTGAAAAGGTACTACACTGGGGGTAATGTGAATCTGGAGGAAATGCTCAATGAC 
TTTTGGGCTCGGCTCCTGGAACGGATGTTTCAGCTGATAAACCCTCAGTATCACTTCAGTGA 
AGA-GTA6GTGGftA<FS^TGAGCAAATACACTGACCAGCTCAAGCCATTTGGAGACGTGCCCC 



ACl'GTGGeCAGAGAAGTTGCAAACCGAGTTTCCAAGGTCAGCCCAACCCCAGGGTGTATCCG 

TGCeCTGATGAAGATGCTGTACTGCCCATACTGTCGGGGGCTTCCCACTGTGAGGCCCTGCA 

ACAACTACTGTCTCAACGTCATGAAGGGCTGCTTGGCAAATCAGGCTGACCTCGACACAGAG 

TGGAATCTGTTTATAGATGCAATGCTCTTGGTGGCAGAGCGACTGGAGGGGCCATTCAACAT 
TX3AGXGG^T ; G^GGACCCGATAGATG£CAA^ 



_ oCCCTACAATCCTGA 

GGAAAGACCAACAACTGCTGCAGGCACAAGCTTGGACCGGCTGGTCACAGACATAAAAGAGA 
AATTGAAGCTCTCTAAAAAGGTCTGGTGAGCATTACCCTACACTATCTGCAAGGACGAGAGC 
GTgACAGSSSSSASGTSGAACGAGGAGGAATGCTGGAACGGGCACAGCAAAGCCAGATACTT 



- - ^GGATGTGGAC A 

TCACTCGGCCTGACACTTTCATCAGACAGCAGATTATGGCTCTCCGTGTGATGACCAACAAA 
CTAAAAAACGCCTACAATGGCAATGATGTCAATTTCCAGGACACAAGTGATGAATCCAGTGG 



_ _ ''CA 

CAGAGGCCCCCGCAGTGGATCCCGACCGGAGAGAGGTGGACTCTTCTGCAGCCCAGCGTGGC 
CAGTCCCTGCTCTCCTGGTCTCTCACCTGCATTGTCGTGGCACTGCAGAGACTGTGCAGATA 
aTCTTGGGTTTTTGGTCAGATGAAACTGCATTTTAGCTATCTGAATGGCCAACTCACTTCTT 
TTCTTACACTCTTGGACAATGGACCATGCCACAAAAACTTACCGTTTTCTATGAGAAGAGAG 
CAGTAATGCAATCTGCCTCCCTTTTTGTTTTCCCAAAGAGTACCGGGTGCCAGACTGAACTG 
CTTCCTCTTTCCTTCAGCTATCTGTGGGGACCTTGTTTATTCTAGAGAGAATTCTTACTCAA 
ATTTTTCGTACCAGGAGATTTTCTTACCTTCATTTGCTTTTATGCTGCAGAAGTAAAGGAAT 
CTCACGTTGTGAGGGTTTTTTTTTTCTCATTTAAAAT 
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FIGURE 41 



></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA50914 
xsubunit 1 of' 1, 555 aa, 1 stop 
XMW: 62736, pi: 5.36, NX(S/T): 0 

MPSWIGAVILPLLGLLLSLPAGADVKARSCGEVRQAYGAKG FSLADI PYQEIAGEHLRICPC 
EYTCCTTEMEDKLSQQSKLEFENLVEETSHFVRTTFVSRHKKFDEFFRELLENAEKSLNDME 
VRTYGMLYMQNSEVFQDLFTELKRYYTGGNVNLEEMLNDFWARLLERMFQLINPQYH FSEDY 
LECVSKYTDQLKPFGDVPRKLKIQVTRAFIAARTFVQGLTVGREVANRVSKVSPTPGCIRAL 
MKMLYCPYCRGLPTVRPCNNYCLNVMKGCLANQADLDTEWNLFIDAMLLVAERLEGPFNIES 
■VMDPIDVKISEAIMNMQENSMQVSAKVFQGCGQPKPAPALRSARSAPENFNTRFRPYNPEER 
PTTAAGTSLDRLVTDIKEKLKLSKKVWSALPYTICKDESVTAGTSNEEECWNGHSKARYLPE 
IMNDGLTNQINNPEVDVDITRPDTFIRQQIMALRVMTNKLKNAYNGNDVNFQDTSDESSGSG 
SGSGCMDDVCPTEFEFVTTEAPAVDPDRREVDSSAAQRGHSLLSWSLTCIVLALQRLCR " 



Signal peptide: 

amino acids 1-23 
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FIGURE 42A 

CGGACGCGTGGGCGGACGCGTGGGCA7VAAGAACTCGGAGTGCCAAAGCTAAATAAGTTAGCTGAGAAAACGCACG 
CAGTTTGCAGCGCCTGeGCCGGGTGCGCCAACTACGCAAAGACCAAGCGGGCTCCGCGCGGACCGGCCGCGGGGC 
TAGGGACCCGGCTTTGGCCTTCAGGCTCCCTAGCAGCGGGGAAAAGGAATTGCTGCCCGGAGTTTCTGCGGAGGT 
GGAGGGAGATCAGGAAACGGCTTCTTCCTCACTTCGCCGCCTGGTGAGTGTCGGGGAGATTGGCAAACGCCTAGG 
AAAGGACTGGGGAAAATAGCCGTGGGAAAGTGGAGAAGGTGATCAGGAGGCCGGTCGACTACGGGAGTTTATCTG 

tct.gatca-gagccagacgcgacgcgtccagticgcagttctt,t:ccaggtgtggggaccgcaggacagacggccga 

TCCCGCCGCCCTCCGTACCAGGAeTCCCAGGAGAGTCAGCCTCGCTCCCCAACGTCGAGGGCGCTCTGGCCACGA 
AAAGTTCCTGTCCACTGTGAT.TCTCAATTCCT.TGCTTGGTTT.TTTT.CTCCAGAGAACTTTTGGGTGGAGATATTA 
ACTTTTTTCTTTTTTTTTTTCCTTGGTGGAAGCTGCTCTAGGGAGGGGGGAGG 
TGGAGAAGAGCGAGCCCTCCTTGTTCTTCC^^ 

-'CGGAGATGGTGACAGCTGAGAGGAGAGGAGGATTTCTTGCCAGGTGGAGAGTCTTCACCGTCTGTTGGGTGCATG 
TGTGCGCCCGCAGCGGCGCGGGGCGCGTGGTTCTCCGCGTGGAGTCTCACCTGGGACCTGAGTGAATGGCTCCCA 
lGG<^CTG 1 ^GG.GSqATCCGCCTCCGCCTTCTCCACAGGCCTGTGTCTGTCCTGG 

AAGAAGGGGCCTTACTAGCTCAAGCTGGAGAGAAACTAGAGCCCAGCACAACTTCCACCTCCCAGCCCCATCTCA 
-TTTTCATCCTAGCGGATGATCAGGGATTTAGAGATGTGGGTTACCACGGATCTGAGATTAAAACACCTACTCTTG 
ACAAGCTCGCTGCCGAAGGAGTTAAACTGGAGAACTACTATGTCCAGCCTATTTGCACACCATCCAGGAGTCAGT 

,C^CTGGACAAJGCC.AC^^ 

TGGGTTTTAACAGAAAAGAATGCATGCCCACCAGAAGAGGATTTGATACCTTTTTTGGTTCCCTTTTGGGAAGTG 
GGGATTACTATACACACTACAAATGTGACAGTCCTGGGATGTGTGGCTATGACTTGTATGAAAACGACAATGCTG 
CCTG'eSAC^TCAeA^TGGeA^TACTCCACACAGATGTACACTCAGAGAGTACAGCAAATCTTAGCTTCCCATA 
ACCCCACAAAGGCTATATTTTTATATACTGCCTATCAAGCTGTTCATTCACCACTGCAAGCTCCTGGCAGGTATT 
TCGAACACTACCGATCCATTATCAACATAAACAGGAGAAGATATGCTGCCATGCTTTCCTGCTTAGATGAAGCAA 

GfGGCCAGCCTACGGCAGGAGG^ 

--GGGCTGTAGGCTTTGTGCATAGCCCACTTCTGAAAAACAAGGGAACAGTGTGTAAGGAACTTGTGCACATCACTG 
ACTGGTACCCCACTCTCATTTCACTGGCTGAAGGACAGATTGATGAGGACATTCAACTAGATGGCTATGATATCT 
GGGAGACCATAAGTGAGGGTCTTCGCTCACCCCGAGTAGATATTTTGCATAACATTGACCCCTATACACCAAGGC 
AAAAAATGGCTCCTGGGCAGCAGGCTATGGGATCTGGAACACTGCAATCCAGTCAGCCATCAGAGTGCAGCACTG 
GAAATTGCTTACAGGAAATCCTGGCTACAGCGACTGGGTCCCCCCTCAGTCTTTCAGCAACCTGGGACCGAACCG 
GTGGCACAATGAACGGATCACCTTGTCAACTGGCAAAAGTGTATGGCTTTTCAACATCACAGCCGACCCATATGA 
GAGGGTGGACCTATCTAACAGGTATCCAGGAATCGTGAAGAAGCTCCTACGGAGGCTCTCACAGTTCAACAAAAC 
TGCAGTGCCGGTCAGGTATCCCCCCAAAGACCCCAGAAGTAACCCTAGGCTCAAtGGAGGGGTCTGGGGACCATG 
GTATAAAGAGGAAACCAAGAAAAAGAAGCCAAGCAAAAATCAGGCTGAGAAAAAGCAAAAGAAAAGCAAAAAAAA 
GAAGAAGAAACAGCAGAAAGCAGTCTCAGGTAAACCAGCAAATTTGGCTCGATAATATCGCTGGCCTAAGCGTCA 
GGCTTGTTTTCATGCTGTGCCACTCCAGAGACTTCTGCGACCTGGCCGCCACACTGAAAACTGTCCTGCTCAGTG 
CCAAGGTGCTACTCTTGCAAGCCACACTTAGAGAGAGTGGAGATGTTTATTTCTCTCGCTCCTTTAGAAAACGTG 
GTGAGTCCTGAGTTCCACTGCTGTGCTTCAGTCAACTGACCAAACACTGCTTTGAATTATAGGAGGAGAACAATA 
ACCTACCATCCGCAAGCATGCTAATTTGATGGAAGTTACAGGGTAGCATGATTAAAACTACCTTTGATAAATTAC 
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FIGURE 4 9n 

AGTCAAAGATTGTGTCACCTCAAAGGCCTTGAAGAATATATTTTCTTGGTGAATTTTTGTATGTCTGTCATATGA 

CACTTGGGTTTTTTAATTAATTCTATTTTATATATATAAATATATGTTTCTTTTCCTGTGAAAAGCTGTTTTTCT 

CACATGTGAACAGCTTGCACCTCATTTTACCATGCGTGAGGGAATGGCAAATAAGAATGTTTGAGCACACTGCCC 

ACAATGAATGTAACTATTTTCTAAACACTTTACTAGAAGAACATTTCAGTATAAAAAACCTAATTTATTTTTACA 

GAAAAATATTTTGTTGTTTTTATAAAAAGTTATGCAAATGACTTTTATTTTTATTTCCTGCATACCATTAGAAGA 

ATTTTATTTCATTTCTTCAAATTATCAAGCACTGTAATACTATAAATTAATGTAATACTGTGTGAATTCAGACTA 

TAAAAAACATCATTCAGAAAACTTTATAATCGTCATTGTTCAATCAAGATTTTGAATGTAATAAGATGAATATAT 

ATTACTTGGAAATTCAATGTTTGTGCAGAGTTGAGACAACTTTATTGTTTCTATCATAAACTATTTATGTATCTT 

AATTATTAAAATGATTTACTTTATGGCACTAGAAAATTTACTGTGGCTTTTCTGATCTAACTTCTAGCTAAAATT 

GTATCATTGGTCCTAAAAAATAAAAATCTTTACTAATAGGCAATTGAAGGAATGGTTTGCTAACAACCACAGTAA 

TATAATATGATTTTACAGATAGATGCTT.CCCCTTGGCTATGACATGGAGAAAGATTTTCCCATAATAATAACTAA 

TATTTATATTAGGTTGGTGCAAAACTAGTTGCGGTTTTTCCCATTAAAAGTAATAACCTTACTCTTATACAAAGT 

GGACACTGTGGGGAGATACAGAGAAATGGAAGATACGGATCCTGCCTGGAGTAGGTAACCTTGCTTGGAAACCCC 

ACATGCAAACGTCATGAGGAGAATTAAAGGAGTATTATCAGTAATGAAGTTTATCATGGGTCATCAATGAGCATA 

GATTGGTGTGGATCCTGTAGACCCTGGTGTTTTCTTTGAAGTGCCCTCTCCTAATGCAGAGGCCTTGAAGCTTAC 

AGTATACACTTGAAAAGTGACAGATAGCTAGAATTATGATCTTTGAAGTTATAACTGTGATCTGAAAATGTGTGT 

GGTGGTATGACAGCATACCATTAAATACATTTACATCACAGCTCAAAGGACTGTGATATAATCCATTTATATCAC 

AACTCAAAGGACTGTGATATAATCCATTTATATCACAGCTCACAGTTTCTGAAAATGTATAAAAGAATCTATAAT 

CTAGTACTGAAATTACTAAATTGGGTAAGATGATTTAAATGATTTTAATTTTAACATTTTATTTCTAGAATATAT 

GGCTCCATTTTATTTTATAGTGTAAAGTTGTATTTCCTAAAGTTTGTGTTTTGTCGACAGTATCTTTTAAATGAG 

TCTTAAAAATAAAGGCATATTGTTCATGTTTAAAAAAAAAAAAA 

A^^AAAAAAAAAAAAAAA 
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FIGURE 43 



></usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA48296 



><MW: 56885, pi: 6.49, NX(S/T): 5 

MAPRGCAGHPPPPSPQACVCPGKMLAMGA3LAGFWILCLLTYGYLSWGQALEEEEEGALLAQA 

GEKLEPSTTSTSQPHLIFILADDQGFRDVGYHGSEIKT.PTLDKLAAEGVKLENYYVQPICTP 

SRSQFITGKYQIHTGLQHSITRPTQPNCLPLDNATLPQKLKEVGYSTHMVGKWHLGFNRKEC 

MPTRRGFDTFFGSLLGSG'DYyTHYKCDSPGMCGYDLYENDNAAWDYDNGI YSTQMYTQRVQQ 

ILASHNPTKPIFLYTAYQAVHSPLQAPGRYFEHYRSIININRRRYAAMLSCLDEAINNVTLA 
LXTYGF-YNNSS^^^ 

ELVHiTDV^YiPTiiX-SLAEGQIDEDIQLDGYDIWETISEGLRSPRVDILHNIDPYTPRQKM 

QQAWGS.GJLaSSQPSECSTGNCLQEILATATGSPLSLSATWDRTGGTMNGSPCQLAKVYGFS 
TSQPTHMRGWTYLTGIQES 



amirtoi.'aicd.tAs £3£^32Cim ^r-eti - — men^e 

Sulfatases signature 2. 

amino a^Acfe^^ .^3--n n!: . 

Tyrosine- kinase phosphorylation site.. 

ami no: a cixiat -1 63-^1 6 9^~ n ^ .- : - ~ i ~ . 

N-glycosylation sites. 

-amino acids -15:1- 16 0>c: 30.6 -:3:0 St. .^nri .-..318^.-3^ 1 



xsubunit 1 of 1, 515 aa, 1 stop 



; ^. y tz o s yx anion si te- . 



Important ; Features 
Signal Peptide: 

-a-miaon acti ctesA-a?" phcsphoryl am, 



Sulfatases signature 1. 
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^^?^I^^^^^ GAGG ACCCGAGCGGCTGAGGAGAGAGGAGGCGGCGGC 

g G L G g\ T c^^^^ 

AGTCTGTGAAGCTACATGCGAACCTGGATGT^ 

a^ccIgSa^ 
™atgcaagcagggatataa^^ 

In^;^ GTCCTCAGAGCACCTGGTACCATC ^ GAC AGAAT G AAG^ 

AAAAACAGCATGAAAAAGAAGGCAAAAATTAAAAATGTTACCCCAGAACCCACC^ 

TACCCCTAAGGTGAACTTGCAGCCCTTCAACTATGAAGAGATAGTTTCCAGAGGCGGG 

CTCATGGAGGTAAAAAAGGGAATGAAGAGAAATGAAAGAGGGGCTTGAGG^ATGAG 

^ A S AAAGCCCTGAAGAATGACATAGAGGAGCG ^ GGG TG 

AAGGTGAATGAAGCAGGTGAATTCGGCCTGATTCTGGTCCAAAGGAAAGCGCTAACT 
ACTGGAACATAAAGATTTAAATATCTCGGTTGACTGCAGC^^ 

GGAAACAGGATAGAGAAGATGATTTTGACTGGAATCCTGCTGA^GAGATAATG^^ 

TTCTATATGGCAGTTCCGGCCTTGGCAGGTCACAAGAAAGACATTGGCCGMTG^ 
CCTACCTGACCTGffAACCCCAAAXS^^ 

ACAAAGTCGGGAAACTTCGAGTGTTTGTGAAAAACAGTAAeAATGCOT 
ACCACGAGTGAGGATGAAAAGTGGAAGACAGGGAAAATTCAGTTG^ 

taccaaaagcatcatttttgaagcagaacgtggcaagggcaaaaccggcgIa^ 
a J g G£ gtc Wcttgtttcaggct^^ 

TTACTATCTTTATATTTGACTTTGTATGTCAGTTCCCTGGTTTTTTT^TATTGCAT 

gacctctggcattttagaattactagctga^ 
taagatgcctttcttgtataagatatgccaatatttgcttt^ 

CCCTCCTCNGTATATCTGATTTGTATANGTANGTTGATGNGCTTCTCTCTACAACATTTCTA 
GAAAATAGAAAAAAAAGCACAGAGAAATGTTTAACTGTTTGACTC^ 

^ T T A G T^ 



WO 00/53756 



PCT/US00/04341 



FIGURE 45 

MPLPWSLALPLLLSWVAGGFGNAASARHHGLLASARQPGVCHYGTKLACCYGWRRNSKGVCE 

ATCEPGCKFGECVGPNKCRCFPGYTGKTCSQDVNECGMKPRPCQHRCVNTHGSYKCFCLSGH 

MLMPDATCVNSRTCAMINCQYSCEDTEEGPQCLCPSSGLRLAPNGRDCLDIDECASGKVICP 

YNRRCVNTFGSYYCKCHIGFELQYISGRYDCIDINECTMDSHTCSHHANCFNTQGSFKCKCK 

QGYKGNGLRCSAIPENSVKEVLRAPG-TIKE>RlkkLLAHK^ 

VNLQ-Pi^YEE"lVSR(^NSHGGKKGNEEk ; ' ~" '- • ■ 

Signal peptide: 

airnrfftf VciHsF = l^ia res • 

EGF-lifce- domain cysteine pattern signature. 

amino acids 80-91 . ' ' 

TiT3n smembr?.rs3 domain : 

Calcium-binding- EGF-like domains 

amino acids 103-124, 230-251 and 185-206 



BNSDOCIO <WO_0053756AZJ_> 
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FIGURE 4 6 

GGGAGCTGCTGCTGTGGCTGCTGGTGCTGTGCGCGCTGCTCCT-GCTCTTGGTGCAGCTGCTG 

CGCTTCCTGAGGGCTGACGGCGACCTGACGCTACTATGGGCCGAGTGGCAGGGACGACGCCC 

AGAATGGGAGCTGACTGATATGGTGGTGTGGGTGACTGGAGCCTCGAGTGGAATTGGTGAGG 

AGCTGGCTTACCAGTTGTCTAAACTAGGAGTTTCTCTTGTGCTGTCAGCCAGAAGAGTGCAT 

GAGCTGGAAAGGGTGAAAAGAAGATGCCTAGAGAATGGCAATTTAAAAGAAAAAGATATACT 

TGTTTTGCCCCTTGACCTGACCGACACTGGTTCCCATGAAGCGGCTACCAAAGCTGTTCTCC 

AGGAGTTTGGTAGAATCGACATTCTGGTCAACAATGGTGGAATGTCCCAGCGTTCTCTGTGC 

ATGGATACCAGCTTGGATGTCTACAGAAAGCTAATAGAGCTTAACTACTTAGGGACGGTGTC 

CTTGACAAAATGTGTTGTGCCTCACATGATCGAGAGGAAGCAAGGAAAGATTGTTACTGTGA 

ATAGCATCCTGGGTATCATATCTGTACCTCTTTCCATTGGATACTGTGCTAGCAAGCATGCT 

CTCCGGGGTTTTTTTAATGGCCTTCGAAGAGAACTTGCCACATACCCAGGTATAATAGTTTC 

TAACATTTGCCCAGGACCTGTGCAATCAAATATTGTGGAGAATTCCCTAGCTGGAGAAGTCA 

CAAAGACTATAGGCAATAATGGAGACCAGTCCCACAAGATGACAACCAGTCGTTGTGTGCGG 

CTGATGTTAATCAGCATGGCCAATGATTTGAAAGAAGTTTGGATCTCAGAACAACCTTTCTT 

GTTAGTAACATATTTGTGGCAATACATGCCAACCTGGGCCTGGTGGATAACCAACAAGATGG 

GGAAGAAAAGGATTGAGAACTTTAAGAGTGGTGTGGATGCAGACTCTTCTTATTTTAAAATC 

TTTAAGACAAAACATGACTGAAAAGAGCACCTGTACTTTTCAAGCCACTGGAGGGAGAAATG 

GAAAACATGAAAACAGCAATCTTCTTATGCTTCTGAATAATCAAAGACTAATTTGTGATTTT 

ACTTTTTAATAGATATGACTTTGCTTCCAACATGGAATGAAATAAAAAATAAATAATAAAAG 
ATTGCCATGAATCTTGCAAAA 



BNSDOCID: <WO 0053756A2_I_> 
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FIGURE 47 



></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA36343 
Xsubunit 1 of 1, 289 aa, 1 stop 
><MW: 32268, pi: 9.21, NX(S/T): 0 

MWWVTGASSGIGEELAYQLSKLGVSLVLSARRVHELERyKRRGLENGNLKEKDILVLPLDL 

tdtgs;heaatkavlqefgri;dilvnmggmsqrslcmdtsldvyrklielnylgtvsltkcvl 

PHMIERKQGKIVTVNS-ILGIISypLSIGYCASKHALRGF£NGLRIEiATYPGIIVSNICPGP 
VQSNIVENSLAGEVTKTIGNNGDQSHKMTTSRCVRLMLISMANDLKEVWISEQPFLLVTYLW 
QYMPTWAWWITNKMGKKRIENFKSGVDADSSYFKIFKXKHD 

Important Features: 
Signal Peptide: 

amino acids 1-31 

Transmembrane domain: \ 

amino acids 136-157 

Tyrosine kinase phosphorylation site. 

106-113 and 107-114 

Homologous region to Short-chain alcohol dehydrogenase 

amino acids 80-90, 131-168, 1-13 and 176-185 •; 




BNSDOCID:.<WQ_(>p5375aA2J_>. 
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'If 



^^E^ GGGCACCGCCATCAGCT GTTCGCGCGTCTTCTCCTCCAGGTGGGGCAGGGGTTTC 

GGGCTGGTGGAGCATGTGCTGGGACAGGACAGCATCCTCAATCAATCCAACAGCATATTCGG 
TTGCATCTTCTACACACTACAGC^ 

TGAT6CTGCTGAGCTCCCTGGTGTCTCTCGCTGGTTCTGTCTACCTGGCCTGGATCCTGTTC 

TTCGTGCTCTATGATTTCTGCATTGTTTGTATCACCACCTATGCTA^CG?^ 

GTGGCTCAGTTTCCGGAAGGTCCAAGAACCCCAGGGCAAGGCTAAGAGGCACTGAGCCCTCA 

ACCCAAGCCAGGCTGACCTCATCTGCTTTGCTTTGGTCTTCAAGCCGCTCAGCGTGCCTGT 

GACAGCGTGGCCCCGGCCCCCCCAAGCCTCAGGAGGGCAACACAGTCCC^ 

TGGCAGGCCAGTGTGAGGAGGCAAGGAGCCCACATCTGC^GCGGCTCCCTGGTG 

CTGGGTCCTCACTGCTGCCCACTGCT.TTGAAAAGGCAGCAGCAACAG^AACTG^AATTCCTGGT 

cagtggtcctgggttctctgcagcgtgagggactcagccctggggccg^gagItgggg^ 

SI GC SSJ GCAGTTGCCCAGGGCCTATAACCACTAC ^ G CAGGGCTC^ 

GCAGCTCGCCCACCCCACGAeCCACACACCCCTCTGCCTGCCCCAGCCCGCCCATCGCTTCC 
CCTTTGGAGCCTCCTGCTGGGCCACTGGCTGGGATCAGGACACCAGTGATGCTCCT 

ctacgcaatctgcgcctgcgtctcatcAgtcgccccacatgtaactgtatctIc^ 

gcaccagcgacacctgtccaacccggcccggcctgggatgctat^^ 

gggtgcagggcccctgtcagggagattccgggggccctgtgctgtg^ 

cactgggttcaggctggcatcatcagctttgcatcaagctgtgcccaggaggacgct 
gctgctgaccaacacagctgctcacagttcctggctg^ 

TCCTGGCCCAGAGCCCAGAGACCCCGGAGATGAGTGATGAGGACAGCTGTGTAGrc 

J eG " GAGGACAGCAGGTCCCCAGG ^ 

GATGCACCAGGGACAGCTGGCCTGTGGCGGAGCCCTGGTGTCAGAGGAGGCGGTGCTAACTG 
S^ C ^ C J GCTTCATTGGGCGCCAGGCCCCAGAGGAATGGAGGG 

CCGGAGGAGTGGGGCCTGAAGCAGCTCATCCTGCATGGAGCCTACACCCACCCTGAGGrr rr 
CTACGACATGGCCCTCCTGC^^ 

TCTGCCTGCCCTATCCTGACCACCACCTGCCTGATGGGGAGCGTGGCTGGGTTCTGGGACGG 
GCCCGCCCAGGAGCAGGCATCAGCTCCCTCCAGACAGTGCCCGTGACCCTCCTGGGGCCTAG 
GGCCTGCAGCCGGCTGCATGCAGCTCCTGGGGGTGATGGCAGCCCTATTCTGCCGGGGATGG 
TGTGTACCAGTGCTGTGGGTGAGCTGCCCAGCTGTGAGGGCCTGTCTGGGGCACCACTGGTG 
CATGAGGTGAGGGGCACATGGTTCCTGGCCGGGCTGCACAGCTTCGGAGATGCTTGCCAAGG 
C S G SS CCAGGCCGGCGGTCTTCACCGCGCTCCCTGCCT ATGAGGACTGGGTCAGCAGTTTGG 
ACTGGCAGGTCTACTTCGCCGAGGAACCAGAGCCCGAGGCTGAGCCTGTGAAGCTGCCTGGCC 
AACATAAGCCAACCAACCAGCTGCTGACAGGGGACCTGGCCATTCTCAGGACAAGAGAATGC 
AGGCAGGCAAATGGCATTACTGCCCCTGTCCTCCCCACCCTGTCATGTGTGATTCCAGGCAC 
CAGGGCAGGCCCAGAAGCCCAGCAGCTGTGGGAAGGAACCTGCCTGGGGCCACAGGTGCCCA 
CTCCCCACCCTGCAGGACAGGGGTGTCTGTGGACACTCCCACACCCAACTCTGCTACCAAGC 
AGGCGTCTCAGCTTTCCTCCTCCTTTACTCTTTCAGATACAATCACGCCAGCCACGTTGTTT 
TGAAAATTTCTTTTTTTGGGGGGCAGCAGTTTTCCTTTTTTTAAACTTAAATAAATTGTTAC 



BNSDOCID: <WO 0053756A2_I_> 
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FIGURE 49 



></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA40571 

MLLSSLVSLAGSVYLAWILFFVLYDFCIVCITTYAINVSLMWLSFRKVQEPQGKAKRHGNTV 

PGEWPWQASVRRQGAHICSGSLVADTWVLTAAHCFEKAAATELNSWSWLGSLQREGLSPGA 

EFYGVAALQLPI^Y.I»HY3QGSRIAI,I J QJAHPTTHTPLCLPQPAHRXE?FGASCWATGWDQDTS 
DAPGTLRNLRL;RL:ISRPTCNC_IYNQLHQRHLSNP 

LEPDGHWVQAGT:ISFASSCAQEDAPyLLT.NTAAHSSWLQARVQGAAFLAQSPETPEMSDEDS 

CyACGSLRTAGP_QAGAPS'PWPWEA^ 

GLGTRPEEWQLKQLILHGAXTHPEG 

WVLGRARPGAGISS.LQTyPVTIjLGPRAGSRLHAAPGGpGSP 

GAPLVHEVRGTWFLAGLHS FGDACQQPAR PAVFTAL PA YEDWVS SLDWQVY FAEEPE PEAE P 
GSCLANISQPTSC 



Signal peptide: 

amino acids 1-15 



Homologous region to Serine proteases, trypsin family 

amino acids 79-^95, 343-359 and 237-247 



; l-ir.Lycc.-syljrioa .s L ees-. 
N-glycosylation- sites-, 
amino acids 37-40 and 564-567 




amino acids 79-96, 343-360 and 235-247 




BNSDOC1D: <WO 0O63756A?J_> 
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CGGGCCGCCCCCGGCCCCCATTCGGGCCGGGCCTCGCTGCGGCGGCGACTGAGCCAGGCTGG 

GCCGCGTCCCTGAGtCCCAGAGTCGGCGCGGCGCGGCAGGGGCAGCCTTCCACCACGGGGAG 

CCCAGCTGTCAGCCGCCTCACAGGAAGATGCTGCGTCGGCGGGGCAGCCCTGGCATGGGTGT 

GCATGTGGGTGCAGCCCTGGGAGCACTGTGGTTCTGCCTCACAGGAGCCCTGGAGGTCCAGG 

TCCCTGAAGACCCAGTGGTGGCACTGGTGGGCACCGATGCCACCCTGTGCTGCTCCTTCTCC 

CCTGAGCCTGGCTTCAGCCTGGCACAGCTCAACCTCATCTGGCAGCTGACAGATACCAAACA 

GCTGGTGCACAGCTTTGCTGAGGGCCAGGACCAGGGCAGCGCCTATGCCAACCGCACGGCCC 

TCTTCCCGGACCTGCTGGCACAGGGCAACGCATCCCTGAGGCTGCAGCGCGTGCGTGTGGCG 

GACGAGGGCAGCTTCACCTGCTTCGTGAGCATCCGGGATTTCGGCAGCGCTGCCGTCAGCCT 

GCAGGTGGCCGCTCCCTACTCGAAGCCCAGCATGACCCTGGAGCCCAACAAGGACCTGCGGC 

CAGGGGACACGGTGACCATCACGTGCTCCAGCTACCAGGGCTACCCTGAGGCTGAGGTGTTC 

TGGCAGGATGGGCAGGGTGTGCCCCTGACTGGCAACGTGACCACGTCGCAGATGGCCAACGA 

GCAGGGCTTGTTTGATGTGCACAGCGTCCTGCGGGTGGTGGTGGGTGCGAATGGCACCTACA 

GCTGCCTGGTGCGCAACCCCGTGCTGCAGCAGGATGCGCACRGCTCTGTCACCATCACAGGG 

CAGCCTATGACATTCCCCCCAGAGGCCCTGTGGGTGACCGTGGGGCTGTCTGTCTGTCTCAT 

TGCACTGCTGGTGGCCCTGGCTTTCGTGTGCTGGAGAAAGATCAAACAGAGCTGTGAGGAGG 

AGAATGCAGGAGCTGAGGACCAGGATGGGGAGGGAGAAGGCTCCAAGACAGCCCTGCAGCCT 

CTGAAACACTCTGACAGCAAAGAAGATGATGGACAAGAAATAGCCTGACCATGAGGACCAGG 

GAGCTGCTACCCCTCCCTACAGCTCCTACCCTCTGGCTGCAATGGGGCTGCACTGTGAGCCC 

TGCCCCCAACAGATGCATCCTGCTCTGACAGGTGGGCTCCTTCTCCAAAGGATGCGATACAC 

AGACCACTGTGCAGCCTTATTTCTCCAATGGACATGATTCCCAAGTCATCCTGCTGCCTTTT 

TTCTTATAGACACAATGAACAGACCACCCACAACCTTAGTTCTCTAAGTCATCCTGCCTGCT 

GCCTTATTTCACAGTACATACATTTCTTAGGGACACAGTACACTGACCACATCACCACCCTC 

TTCTTCCAGTGCTGCGTGGACCATCTGGCTGCCTTTTTTCTCCAAAAGATGCAATATTCAGA 

CTGACTGACCCCCTGCCTTATTTCACCAAAGACACGATGCATAGTCACCCCGGCCTTGTTTC 

TCCAATGGCCGTGATACACTAGTGATCATGTTCAGCCCTGCTTCCACCTGCATAGAATCTTT 

TCTTCTCAGACAGGGACAGTGCGGCCTCAACATCTCCTGGAGTCTAGAAGCTGTTTCCTTTC 

CCCTCCTTCCTCCCTGCCCCAAGTGAAGACAGGGCAGGGCCAGGAATGCTTTGGGGACACCG 

AGGGGACTGCCCCCCACCCCCACCATGGTGCTATTCTGGGGCTGGGGCAGTCTTTTCCTGGC 

TTGCCTCTGGCCAGCTCCTGGCCTCTGGTAGAGTGAGACTTCAGACGTTCTGATGCCTTCCG 

GATGTCATCTCTCCCTGCCCCAGGAATGGAAGATGTGAGGACTTCTAATTTAAATGTGGGAC 

TCGGAGGGATTTTGTAAACTGGGGGTATATTTTGGGGAAAATAAATGTCTTTGTAAAAAAAA 
AAAAAAAAAAAAAA 



BNSOOCID: <WO 00537S6A2J_> 
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SIRDFGSAAVSLQVAAPYSKPSMTLEPNKDLRPGDTVT 



FIGURE 51 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA41386 
xsubunit 1 of 1, 316 aa, 1 stop, 1 unknown 
><MW: -1, pi: 4.62, NX(S/T): 4 

MLRRRGSPGMGVHVGAALGALWFCLTGALEVQVPEDPVVALVGTDATLCCSFSPEPGFSLAQ 

LNLIWQLTDTKQLVHSFAEGQDQGSAYANRTALFPDLLAQGNASLRLQRVRVADEGSFTCFV- 

ITCSSYQGYPEAEVFWQDGQGVPL 

NPVLQQDAHXSVTITGQPMTFPPEA 

LWVTVGLSVCLIALLVALAFVCWRKIKQSCEEENAGAEDQDGEGEGSKTALQPLKHSDSKED 
DGQtEIA" - -atur^; 

Important features : 
Signal peptide : 

aitviteD^ acids^l^&S^ ^nai:^ : 

Transmembrane domain: 

amino. - acids--? 251^270' ~^ 

N-glycosylation site. 

amino acids 91-94, 104-107, 189-192 and 215-218 

Homologous region to Immunoglobulins and MHC 

amino acids 217-234 




WO 00/53756 



PCT/USOO/04341 



TTCGTGACCCTTGAGAAAAGAGTTGGTGGTAAATGTGCCACGTCTTCTAAGAAGGGGGAGTC 
CTGAACTTGTCTGAAGCCCTTGTCCGTAAGCCTTGAACTACG 

AGGGACCTTTCGCTGCTTTTGTAGGGACTTCTTTCCTTGCTTCAGCAACATGAGGCTTTTCT 

tgtggaacgcggtcttgactctgttcgtcact^ 

lll GA ^ G ttggtccactatgaa ggctacttagaaaaggacggctccttatttcactccactc 

AAGATGAAGACAAAGATGGGTTTATATCTGCCAGAGAATTTACATATAAACACGATGAG^TA 

^agatacatctacccttttaatatagcactcatct^ 

JGAACATTTTATTTTTATACAATGTTCTTTCTTGCTT^ 

ctgactcctatttaaagaaccccttaggtttctaagtacccatttctttctgataa^ 

GGGAAGAAAAAGCTAATTGGTCTTTGAATAGAAGACTTCTGGACAATT?TTC^ 

ATATGAAGCTTTGTTTTACTTTCTCACTTATAAATTTAAAATGTTGCAACTGGGAA^ 

ACGACATGAGACCAGGTTATAGCACAAATTAGCACCCTATATTTCTGCTTCCCTC^ATTTTC 

* GG ™ G JZ* GAGGTCAACAT ™ G ^ 

^I^^^^TAGTTTATGTGTAACTGGCTCTGAGTCTCTGCTTGAGGACCAGA^ 
TGGTTGTTGGACCTGACTTGTTAATGGCTACTGCTTTACTAAGGAGATGTGCAA?GC? 

G^TG^CG^^ 

GCTGAGGCGGGCGGATCACCTGAGGTTGGGAGTTCGAGACCAGCCTGACCAACACGGAGAAA 
CCCTATCTCTACTAAAAATACAAAGTAGCCCGGCGTGGTGATGCGTGCCTGTAATCCCAGCT 
AC ^ GGAAGGCTGAGGCGGCAGAA T^ 

i^GTATGCATTGAGACATGCTACCTAGGACTTAAGCTGATGAAGCTTGGCTCCTAGTGAT 
TGGTGGCCTATTATGATAAATAGGACAAATCATTTATGTGTGAGTTTCTTTGTAATAAAATG 
TATCAATATGTTATAGATGAGGTAGAAAGTTATATTTATATTCAATATTTACT^?^GC 

tagcggaatatccttcctggttctttaatgggtagtctatagtatattatactacaI^ca 
ttgtatcataagataaagtagtaaaccagtctacattttcc^ 

^ GATCACTTGAGATCAGGAGTTCAAGACCAGCCTG gccaacatggtgaaaccttgtctcta 

r? A ?^SS A ^ TTAGCCAGGCGTGGTGGTGCACACCTGTAGTCCCAG 

G E^S A A ggagatttgcttgaacccgggaggcggaggt tgcagtgagccaagattgtgcc 
A ™S actccagcctgggtgacaga gcaagactccatctcaaaaaaaaaaaaaagaagcaga 
cctacagcagctactattgaataaatacctatcctggatttt^^^^^^ 




BNSOOCID: <WQ 00537S6A2_L> 
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FIGURE 53 

></usr/seqdb2/sst/DNA/Dnaseqs .min/ss, DNA44194 
xsubunit 1 of 1, 211 aa, 1 stop 
XMW: 24172, pi: 5.99, NX(S/T): 1 

MRLFLWNAVLTLFVTSLIGALIPEPEVKIEVLQKPFICHRKTKGGDLMLVHYEGYLEKDGSL 
FHSTHKHNNGQPIWFTLGILEALKGW 

LIFNIDLLETRNGPRSHESFQEMDLNDDWKLSKDEVKAYLKKEFEKHGAVVNESHHDALVED 

ifdkededkdgfisaref-tykhdel:, ; 

Important features:^ I: : ; ; :7, f .\;;^~vl- r s-:z.~ :- :v ;/ 

Signal- peptide r -:"." : "'_/v7 ■' :;^r'7..L-„-L: ; . ~ VI " : .. ■" ■■ ■ - ■ ; - ; r ::.;; 

amino 1 acids 1-2& ^ ".v: -c~rrVr.~c-\' -,.L:'.£: - C'.vr:^ _ Flv.i:*.. - , 

N-glycosylaticm - Wit^/- ^ -" ; C-37.'/r T^."- 7 'l =: : . A H c " j £ £ : :." . 

amino acids" if 6~-if'? : — W •^:.o;. l /;;vv;,; : :r.;;... r :; v;;^;,..''; . , 

Casein kinase I X ~ph^s£Ho^ ^ " ~": : _ . .; _~ ? : -~ ; 

amino acids 143-146, 156-159, 178-181 and 200-203 

Endoplasmic r retiCTium targeting sequence. 

amino acids 208-211 

FKBP-type peprtidyl -prolyl cis- trans isomerase 

amino' acid=s^ : 7-8F'^ll^- -awi 118-131 

EF-hand calcium-binding domain . 

amino ; -aci : d§;"-l'9-r-203, 184-203 and 14 0-159 

S-100/lCaBP type : calcium binding domain ^ ^ 

amino acids- 18 3-203 



BNSOOCID: <WO 0053756A2_I_> 
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AATAAAGCTTCCTTAATGTTGTATATGTCTTTGAAGTACATCCGTGCATTTTTTTTTAGCAT 

CCAACCATTCCTCGCTTGTAGTTCTCGCCCCCTCAAATCACCCTCTCCCGTAGCCCACCCGA 

CTAACATCTCAGTCTCTGAAAAT6CACAGAGATGCCTGGCTACCTCGCCCTGCCTTCAGCCT 

CACGGGGCTCAGTCTCTTTTTCTCTTTGGTGCCACCAGGACGGAGCATGGAGGTCACAGTAC 

CTGCCACCCTCAACGTCCTCAATGGCTCTGACGCCCGCCTGCCCTGCACCTTCAACTCCTGC 

TACACAGTGAACCACAAACAGTTCTCCCTGAACTGGACTTACCAGGAGTGCAACAACTGCTC 

TGAGGAGATGTTCCTCCAGTTCCGCATGAAGATCATTAACCTGAAGCTGGAGCGGTTTCAAG 

ACCGCGTGGAGTTCTCAGGGAACCCCAGCAAGTACGATGTGTCGGTGATGCTGAGAAACGTG 

CAGCCGGAGGATGAGGGGATTTACAACTGCTACATCATGAACCCCCCTGACCGCCACCGTGG 

CCATGGCAAGATCCATCTGCAGGTCCTCATGGAAGAGCCCCGTGAGCGGGACTCCACGGTGG 

CCGTGATTGTGGGTGCCTCCGTCG.GGGGCTTCCTGGCTGTGGTCATCTTGGTGCTGATGGTG 

GTCAAGTGTGTGAGGAGAAAAAAAGAGCAGAAGCTGAGCACAGATGACCTGAAGACCGAGGA 

GGAGGGCAAGACGGACGGTGAAGGCAACCCGGATGATGGCGCCAAGTA6TGGGTGGCCGGCC 

CTGCAGCCTCCCGTGTCCCGTCTCCTCCCCTCTCCGCCCTGTACAGTGACCCTGCCTGCTCG 

CTCTTGGTGTGCTTCCCGTGACCTAGGACCCCAGGGCCCACCTGGGGCCTCCTGAACCCCCG 

^^^^^^^^^^^^^^^^^^^^^^-^^^^^GTGACCCACTCTC.TTCCAT'CCGAGAAACCTGCCA 

TGCTCTGGGACGTGTGGGCCCTGGGGAGAGGAGAGAAAGGGCTCCCACCTGCCAGTCCCTGG 

GGGGAGGCAGGAGGCACATGTGAGGGTCCCCAGAGAGAAGGGAGTGGGTGGGCAGGGGTAGA 

GGAGGGGCCGCTGTCACCTGCCCAGTGCTTGCCTGGCAGTGGCTTCAGAGAGGACCTGGTGG 

GGAGGGAGGGCTTTCCTGTGCTGACAGCGCTCCCTCAGGAGGGCCTTGGCCTGGCACGGCTG 

TGCTCCTCCCCTGCTCCCAGCCCAGAGCAGCCATCAGGCTGGAGGTGACGATGAGTTCCTGA 

AACTTGGAGGGGCATGTTAAAGGGATGACTGTGCATTCCAGGGCACTGACGGAAAGCCAGGG 

CTGCAGGCAAAGCTGGACATGTGCCCTGGCCCAGGAGGCCATGTTGGGCCCTCGTTTCCATT 

GCTAGTGGCCTCCTTGGGGCTCCTGTTGGCTCCTAATCCCTTAGGACTGTGGATGAGGCCAG 

ACTGGAAGAGCAGCTCCAGGTAGGGGGCCATGTTTCCCAGCGGGGACCCACCAACAGAGGCC 

AGTTTCAAAGTCAGCTGAGGGGCTGAGGGGTGGGGCTCCATGGTGAATGCAGGTTGCTGCAG 

GCTCTGCCTTCTCCATGGGGTAACCACCCTCGCCTGGGCAGGGGCAGCCAAGGCTGGGAAAT 

GAGGAGGCCATGCACAGGGTGGGGCAGCTTTCTTTGGGGCTTCAGTGAGAACTCTCCCAGTT 

GCCCTTGGTGGGGTTTCCACCTGGCTTTTGGCTACAGAGAGGGAAGGGAAAGCCTGAGGCCG 

GCATAAGGGGAGGCCTTGGAACCTGAGCTGCCAATGCCAGCCCTGTCCCATCTGCGGCCACG 

CTACTCGCTCCTCTCCCAACAACTCCCTTCGTGGGGACAAAAGTGACAATTGTAGGCCAGGC 

ACAGTGGCTCACGCCTGTAATCCCAGCACTTTGGGAGGCCAAGGCGGGTGGATTACCTCCAT 

CTGTTTAGTAGAAATGGGCAAAACCCCATCTCTACTAAAAATACAAGAATTAGCTGGGCGTG 

GTGGCGTGTGCCTGTAATCCCAGCTATTTGGGAGGCTGAGGCAGGAGAATCGCTTGAGCCCG 

GGAAGCAGAGGTTGCAGTGAACTGAGATAGTGATAGTGCCACTGCAATTCAGCCTGGGTGAC 
ATAGAGAGACTCCATCTCAAAAAAAA 



BNSDOCID: <WO 0053756 A2_L> 
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<MW: 24326,. pi: 6.32, NX(S/T): 4 

-MHRDAWLPRPAFSLTGLSLFFSLVPPGRSMEVTVPATLNVLNGSDARLPCTFNSCYTVNHKQ 

FSLN^TYQECNNCSEEMFLQFRMKIINLKLERFQDRVEFSGNPSKYDVSVMLRNVQPEDE 

YNCYIMNPPDRHRGHGKIHLQyLMEEPPERDSTVAVIVGASVGGFLAVVILVLMVVKCVRRK 
KEQKLSTDDLKTEEEGKTDGEGNPDDGAK - . . : .. : .. ; : 

Important features!:: V ; L r : .A T ± 

Signal peptide: 7: " : ': v ~ 'V- - - ~ T* ' " 

•amino ~ae:i L ds^ --1-20- - : : v ^ , ■ ; ;\- .. : .~; - ■. .-. , - . 

Transmpmbrane domain : - - -.vr ."JV-JC .. _ 

amino acids ^6V-179 : '' :;; ;_ 1 : : * : - '- :: v* - : ■ / ; . ~ • 

Inmiunoglobulin-like fold: : ^ 

amino'~acids 83-127- . ■ ;.i ;\ :.; 



N-glycosylation sites. 

amino a"6ids ''42-45'; 66-69'"and 74-77 
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FIGURE 

GTTGTATATGTCCTGAAGTACATCCGTGCATTTTTTTTAGCATCCAACCATCCTCCCTTGTA 

GTTCTCGCCCCCTCAAATCACGTTCTCCCTTAGCCCACCCNACTAACATCTCAGTCTCTGAA 

AATGCACAGAGATGCCTGGCTACCTCGCCCTGCCTTCAGCCTCACGGGGCTCAGTCTCTTTT 

TCTCTTTGGTGCCACCAGGACGGAGCATGGAGGTCCACAGTACCTGNCCACCCTCAACGTCC 

TCAATGGCTCTGACGCCCGCCTGCCCTGCCCTTCAACTCCTGCTACACAGTGAACCACAAAC 

AGTTCTCCCTGAACTGGACTTACCAGGAGTGCAACAACTGCTCTGAGGAGATGTTCCTCCAG 

TTCCGCATGAAGATCATTAACCTGAAGCTGGAGCGGTTTCAAGACCGCGTGGAGTTCTCAGG 

GAACCCCAGCAAGTACGATGTGTCGGTGATGCTGAGAAACGTGCAGCCGGAGGATGAGGGGA 
TTTACAACTGCTACATCATGAACCCCCC 



BNSDOCia <WO^_00S3756A2J_> 
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FIGURE 57 



TCACGGGGCTCATCTCTTTTTCTCTTTGGTGCCCACCAGGACGGAGCATGGAGGTNCACATA 
CCTGCCACCCTCAACGTCCTCAATGGCTTTGACGCCCGCCTGCCCTGCACCTTCAACTCCNG 
CTAGACAGTGAACCACAAACAGTTCTCCCTGAACTGGATTTACCAGGAGTGCAACAACTGGC 
TCTGAGGAGATGTTCCTCCAGTTCCCGCATGGAAGATCATTTAACCTGAAAGCTGGAAGCGG 
TTTTCAAGAACCGCGTGGAAGTTTCTCAGGGAACCCCAGCAAGTACGATGTGTCGGTGATGC 
TGAGAAACGTGCAGCCGGAGGATGAGGGGATTTACAACTG.CTACATeATGAACCCCCC 




BNSDOCID: <WO_0053756A2_L> 
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FIGURE 58 



TGCGGCGACCGTCGTACACCATGGGCCTCCACCTCCGCCCCTACCGTGTGGGGCTGCTCCCGGATGGCCTCCTGT 

TCCTCTTGCTGCTGCTAATGCTGCTCGCGGACCCAGCGCTCCCGGCCGGACGTCACCCCCCAGTGGTGCTGGTCC 

CTGGTGATTTGGGTAACCAACTGGAAGCCAAGCTGGACAAGCCGACAGTGGTGCACTACCTCTGCTCCAAGAAGA 

CCGAAAGCTACTTCACAATCTGGCTGAACCTGGAACTGCTGCTGCCTGTCATCATTGACTGCTGGATTGACAATA 

TCAGGCTGGTTTACAACAAAACATCCAGGGCCACCCAGTTTCCTGATGGTGTGGATGTACGTGTCCCTGGCTTTG 

GGAAGACCTTCTCACTGGAGTTCCTGGACCCCAGCAAAAGCAGCGTGGGTTCCTATTTCCACACCATGGTGGAGA 

GCCTTGTGGGCTGGGG'CTACACACGGGGTGAGGATGTCCGAGGGGCTCCCTATGACTGGCGCCGAGCCCCAAATG 

AAAACGGGCCCTACTTCCTGGCCCTCCGCGAGATGATCGAGGAGATGTACCAGCTGTATGGGGGCCCCGTGGTGC 

TGGTTGCCCACAGTATGGGCAACATGTACACGCTCTACTTTCTGCAGCGGCAGCCGCAGGCCTGGAAGGACAAGT 

ATATCCGGGCCTTCGTGTCACTGGGTGCGCCCTGGGGGGGCGTGGCCAAGACCCTGCGCGTCCTGGCTTCAGGAG 

ACAACAACCGGATCCCAGTCATCGGGCCCCTGAAGATCCGGGAGCAGCAGCGGTCAGCTGTCTCCACCAGCTGGC 

TGCTGCCCTACAACTACACATGGTCACCTGAGAAGGTGTTCGTGCAGACACCCACAATCAACTACACACTGCGGG 

ACTACCGCAAGTTCTTCCAGGACATCGGCTTTGAAGATGGCTGGC^ICATGCGGCAGGACACAGAAGGGCTGGTGG 

AAGCCACGATGCCACCTGGCGTGCAGCTGCACTGCCTCTATGGTieTGGCGTCCCCACACCAGACTCCTTCTACT 

ATGAGAGCTTCCCTGACCGTGACCCTAAAATCTGCTTTGGTGAC6GCGATGGTACTGTGAACTT-GAAGAGTGCCC 

TGCAGTGCCAGGCCTGGCAGAGCCGCCAGGAGCACCAAGTGTTGCTGCAGGAGCTGCCAGGCAGCGAGCACATCG 

AGATGCTGGCCAACGCCACCACCCTGGCCTATCTGAAACGTGTGCTCCTTGGGCGCTGACTCGTGTGGGACAGGA 

CTCCTGTGGCTCGGCCGTGGACCTGCTGTTGGCCTCTGGGGCTGTCATGGCCCACGCGTTTTGCAAAGTTTGTGA 

CTCACCATTCAAGGCCCCGAGTCTTGGACTGTGAAGCATCTGCCATGGGGAAGTGCTGTTTGTTATCCTTTCTCT 

GTGGCAGTGAAGAAGGAAGAAATGAGAGTCTAGACTCAAGGGACACTGGATGGCAAGAATGCTGCTGATGGTGGA 

ACTGeTGTGACCTTAGGACTGGCTCCACAGGGTGGACTGGCTGGGGGCTGGTCCCAGfCCCTGCCTGGGGCCATG 

TGTCCCCCTATTCCTGTGGGCTTTTCATACTTGCCTACTGGGCCCTGGCCCCGCAGCCTTCCTATGAGGGATGTT 

ACTGGGCTGTGGTCCTGTACCCAGAGGTCCCAGGGATCGGCTCCTGGCCCCTCGGGTGACCCTTCCCACACACCA 

GCCACAGATAGGCCTGCCACTGGTCATGGGTAGCTAGAGCTGCTGGCTTCCCTGTGGCTTAGCT.GGTGGCCAGCC 

TGACTGGCTTCCTGGGCGAGCCTAGTAGCTCCTGCAGGCAGGGGCAGTTTGTTGCGTTCTTCGTGGTTCCCAGGC 

CCTGGGACATCTCACTCCACTCCTACCTCGCTTACCACCAGGAGCATTCAAGCTCTGGATTGGGCAGCAGATGTG 

CCCCCAGTCCCGCAGGCTGTGTTCCAGGGGCCCTGATTTCCTCGGATGTGCTATTGGCCCCAGGACTGAAGCTGC 

CTCCCTTCACCCTGGGACTGTGGTTCCAAGGATGAGAGCAGGGGTTGGAGCCATGGCCTTCTGGGAACCTATGGA 

GAAAGGGAATCCAAGGAAGCAGCCAAGGCTGCTCGCAGCTTCCCTGAGCTGCACCTCTTGCTAACCCCACCATCA 

CACTGCCACCCTGCeCfAGGGTCTCACTAGTACCAAGTGGGTCAGCACAGGGCTGAGGATGGGGCTCCTATCCAC 

CCTGGCCAGCACCCAGCTTAGTGCTGGGACTAGCCCAGAAACTTGAATGGGACCCTGAGAGAGCCAGGGGTCCCC 

TGAGGCCCCCCTAGGGGCTTTCTGTCTGCCCCAGGGTGCTCCATGGATCTCCCTGTGGCAGCAGGCATGGAGAGT 

CAGGGCTGCCTTCATGGCAGTAGGCTCTAAGTGGGTGACTGGCCACAGGCCGAGAAAAGGGTACAGCCTCTAGGT 

GGGGTTCCCAAAGACGCCTTCAGGCTGGACTGAGCTGCTCTCCCACAGGGTTTCTGTGCAGCTGGATTTTCTCTG 

TTGCATACATGCCTGGCATCTGTCTCCCCTTGTTCCTGAGTGGCCCCACATGGGGCTCTGAGCAGGCTGTATCTG 

GATTCTGGCAATAAAAGTACTCTGGATGCTGTAAAAAAAAAAAAAAAAAAAAAAA 




BNSDOCID: <WO 00537 56 A 2 I > 
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FIGURE 5Q 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA44189 
Xsubunit 1 of 1, 412 aa, 1 stop 

><MW: 46658, pi: 6.6.5, NX(S/T): 4 

MGLHLRPYRVGLLPDGLLFLLLLLMLLADPALPAGRHPPWLVPGDLGNQLEAKLDKPTVVH 
YLCSKKTESYFTIWLNLELLLPVI I DCWI DNIRLVYNKTSRATQFPDGVDVRVPGFGKTFSL 

EFLDPSKSSVGSYFHTMVESLVGWGYTRGEDVRGAPYDWRRAPNENGPYFLALREMIEEMYQ 
LYGGPWLVAHSMGNMYTLYFLQRQPQAWKDKYIRAFVSLGAPWGGVAKTLRVLASGDNN 
PVIGPLKI-REQQRSAVSTSWLLPYNYTWSPEKVFVQTRTINYTLRD 
RQDTEGLVEATMPPGVOL'HGLYGTGVPTPDSFYYESFP 

AWQSRQEHQVLLQELPGSEHIEMLANATTBAYLKRVELGP - . : 7 i : 1 . : : : 

Important features : 
Signal peptide : 

amino acids 1-28 

Potential lipid substrate binding site: 

amino acids 147-164 

N-glycosylation sites. 

amino acids 99-102, 273-276, 289-292 and 398-401 

Lipases, serine proteins 

amino acids 189-201 

Beta-transducin family Trp-Asp repeat 

amino acids 353-365 



BNSDOCID: <WO _0053756A2_I_> 
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F 



G 



6 



CGGACGCGTGGGCGGACGCGTGGGGCGGCGGCAGCGGCGGCGACGGCGACaifiGAGAGCGGG 

GCCTACGGCGCGGCCAAGGCGGGCGGCTqCTTCGACCTGCGGCGCTTCCTGACGCAGCCGCA 

GGTGGTGGCGCGCGCCGTGTGCTTGGTCTTCGCCTTGATCGTGTTCTCCTGCATCTATGGTG 

AGGGCTACAGCAATGCCCACGAGTCTAAGCAGATGTACTGCGTGTTCAACCGCAACGAGGAT 

GCCTGCCGCTATGGCAGTGGCATCGGGGTGCTGGCCTTCCTGGCCTCGGCCTTCTTCTTGGT 

GGTCGACGCGTATTTCCCCCAGATCAGCAACGCCACTGACCGCAAGTACCTGGTCATTGGTG 

ACCTGCTCTTCTCAGCTCTCTGGACCTTCCTGTGGTTTGTTGGTTTCTGCTTCCTCACCAAC 

CAGTGGGCAGTCACCAACCCGAAGGACGTGCTGGTGGGGGCCGACTCTGTGAGGGCAGCCAT 

CACeTTCAGCTTCTTTTCCATCT-TCTCCTGGGGTGTGCTGGCCTCCCTGGCCTACCAGCGCT 

ACAAGGCTGGGGTGGACGACTTCATCCAGAATTACGTTGACCCCACTCCGGACCCCAACACT 

GCCTACGCCTCCTACCCAGGTGCATCTGTGGACAACTACCAACAGCCACCCTTCACCCAGAA 

CGGGGAGAeCAeCGAGGGCTAeCAGeCGCCCGCTGTGTACTGAGTGGCGGTTAGCGTGGGAA 

GGGGGACAGAGAGGGCCCTCCGCTCTGCCCTGGACTTTCCCATCAGCCTCCTGGAACTGCCA 

GCCCCTCTCTTTCACCTGTTCCATCCTGTGCAGCTGACACACAGCTAAGGAGCCTCATAGCC 

TGGCGGGGGC-TGGCAGAGGGACACCCCAAGTGCCTGTGCCCAGAGGGCTTCAGTCAGCCGCT 

CACTCCTCCAGGGCACTTTTAGGAAAGGGTTTTTAGCTAGTGTTTTTCCTCGCTTTTAATGA 

CCTCAGCCCCGCCTGCAGTGGCTAGAAGCCAGCAGGTGCCCATGTGCTACTGACAAGTGCCT 

CAGCTTCGQCCCGGCCCGGGTCAGGCCGTGGGAGCCGCTATTATCTGCGTTCTCTGCCAAAG 

ACTCGTGGGGGCCATCACACCTGCCCTGTGCAGCGGAGCCGGACCAGGCTCTTGTGTCCTCA 

CTCAGGTTTGCTTCCCCTGTGCCCACTGCTGTATGATCTGGGGGCCACCACCCTGTGCCGGT 

GGCCTCTGGGC.TGCCTCCCGTGGTGTGAGGGCGGGGCTGGTGCTCATGGCACTTCCTCCTTG 

CTCCCACCCCTGGCAGCAGGGAAGGGCTTTGCCTGACAACACCCAGCTTTATGTAAATATTC 

TGCAGTTGTTACTTAGGAAGCCTGGGGAGGGCAGGGGTGCCCCATGGCTCCCAGACTCTGTC 

TGTGCCGAGTGTATTATAAAATCGTGGGGGAGATGCCCGGCCTGGGATGCTGTTTGGAGACG 
GAATAAATGTTTTCTCATTCAAAG 



BNSDOCID: <WO 00S3756A2J_> 
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FIGURE fil 



</usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA48304 



<MW: 24810, pi: 4.75., NX(S/T): 1 

MESGAYGAAKAGGSFDLRRFLTQPQVVARAVCLVFALIVFSCI YGEGYSNAHESKQMYCVFN 
RNEDACRYGSAIGVLAFLASAFFLVVDAYFPQISNATDRKYLVIGDLLFSALWTFLWFVGFC 

FLTNQWAVTNPKDVLVGADSVRAAITFSFFSIFSWGVLASLAYQRYKAGVDDFIQNYVDPTP 
DPNTAYASYPGASVDNYQQPPFTQNAETTEGYQPPPVY 



Important features : 

Type II Transmembrane domain: 

amino acids 1-45 

Other transmembrane domains : 

amino acids 74-90, 108-126 and 145-161 

N-glycosylation site. 

amino acids 97-100 



<subunit 1 of 1, 224 aa, 1 stop 
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FIGURE 69 

H^^ AGTG ^ CCGCCAAAGCCCA GAAGATGCTCAAGGAGCTCATCACCAGCACCCGCCTGGGAACTTACTAC 
AACTCCAGCTCCGTCTATTCCTTTGGGGAGGGACCCCT^^ 

aaggggcctgaccacctggcctccagctgcctgtggcacctgcagggccccaaggacctcS^ 

TCGCCCCAAACCCACTGCTCCTGGCACCTCACGGTGCCCTCT^^ 

tatgcactgaggaggcagaagtatgatttgccgtgcacccagggccagtggacgSccagS 

GGCTTGCGCATCCTGCAGCCCTACGCCGA<»GGAT^ 

TCCCAGATCTCCCTCACCGGGCCCGGTGT.GCGGGTGCACTATGGeTTGTACAACCAGTCGGACCC^ 

gagttcctctgttctgtgaatggactctgtgtccctgcctgtgatggggtcaIggactgSS 

gagagaaactgcgtttgcagagccacattccagtgcaaagaggacagcaca^catctSS 
^ggcagcctgattgtctcaa^ 

II^tgtgmgaccgga<*tkgtgm^ 



tcggatgaggagcactgtgactgtggcctccagggcccctccagccgcattgttggtggagctgtgtcctccgag 
ggtgagtggccatggcaggccagcctccaggttcggggtcgacacatct^ 
t^tgataacagctgcccactgcttccaggaggacagca^^ 

======= 

ggctgtggccggcctaactactt.cggcgtctacacccg^ 
ac<3s»ggaactgcccccctgcaaagcaggg 

ctgatgtctgctccagtgatggcaggaggatggagaagtgccagcagctgggggtcaagacgtcccc-tgaS 
caggcccacacccagcccttctgcctcccaattctct^^ 

gcagtggctcagcagcaagaatgctggttctacatcccgaggagtgtct 
ctgtttgggcagccttgcctccagagagcagattccagcttcggaagc^ 
GGAAG ?T GCTCCCATCGGAGGGGAC cc^^ 
™^GGGAAGTCCTGACTCCArcGTccra^ 

CACTGGGAGGTGAGCTCAGCTGCCCTTTGGAATAAAGCTGCCTGATCAAAAAAAAAAAAAAAAiSSS 
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FIGURE 63 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA4 9152 
xsubunit 1 of.l, 802 aa, 1 stop 
XMW: 88846, pi: 6.41, NX(S/T): 7 

MPVAEAPQVAGGQGDGGDGEEAEPEGMFKACEDSKRKARGYLRLVPLFVLLALLVLASAGVL 

LWYFLGYKAEVMVSQVYSGSLRVLNRH FSQDLTRRESSAFRSETAKAQKMLKELITSTRLGT 

YYNSSSVYSFGEGPLTCFFWFILQIPEHRRLMLSPEVVQALLVEELLSTVNSSAAVPYRAEY 

EVDPEGLVILEASVKDIAALNSTLGCYRYSYVGQGQVLRLKGPDHLASSCLWHLQGPKDLML 

KLRLEWTLAECRDRLAMYDVAGPLEKRLITSVYGCSRQEPWEVLASGAIMAVVWKKGLHSY 

YDPFVLSVQPVVFQACEVNLTLDNRLDSQGVLSTPYFPSYYSPQTHCSWHLTVPSLDYGLAL 

WFDAYALRRQKYDLPCTQGQWTIQNRRLCGLRILQPYAERI PWATAGITINFTSQISLTGP 

GVRVHYGIiYNQSDPCPGEFLGSVNGLCVPACDGVKDCPNGLDERNCVCRAT fqckedstcis 

LPKVCDGQPDCLNGSDEEQCQEGVPCGTFTFQCEDRSCVKKPNPQCDGRPDCRDGSDEEHCD 

CGLQGPSSRIVGGAVSSEGEWPWQASLQVRGRHICGGALIADRWVITAAHCFQEDSMASTVL 

WTVFLGKVWQNSRWP.GEVSFKVSRLLLHPYHEEDSHDYDVALLQLDHPVVRSAAVRPVCLPA 

RSHFFEPGLHGWI.TGWGALREGGPISNALQKVDVQLIPQDLCSEAYRYQVTPRMLCAGYRKG 

KKDACQGDSGGPLVCKALSGRWFLAGLVSWGLGCGRPNYFGVYTRITGVISWIQQVVT 

Important- features : 

Type II transmembrane domain: 

amino acids 4 6-67 

Serine proteases, trypsin family, histidine active site. 

amino acids 604-609 
N-glycosylation sites. 

amino acids 12-7-130, 175-178, 207-210, 329-332, 424-427, 444-447 
and 509-512 " 

Kringle domains. 

amino acids 74 6-7 58 and 592-609 - - 
Homologous region to Kallikrein Light Chain : 

amino acids 568-779 

Homologous region to Low-density lipoprotein receptor: 

amino acids 451-567 



BNSDOCID: <WO_00S37S6Aaj_> 



WO 00/53756 



PCT/US00/04341 



FIGURE d& 

GCACCCAGGGCCAGTGGACGATCCAGAACAGGAGGCTGTGTGGCTTGCGCATCCTGCAGCCC 

TACGCCGAGAGGATCCCCGTGGTGGCCACGGCCGGGATCACCATCAACTTCACCTCCCAGAT 

CTCCCTCACCGGGCCCGGTGTGCGGGTGCACTATGGCTTGTACAACCAGTCGGACCCCTGCC 

CTGGAGAGTTCCTCTGTTCTGTGAATGGACTCTGTGTCCCTGCCTGTGATGGGGTCAAGGAC 

TGCCCCAACGGCCTGGATGAGAGAAACTGCGTTTGCAGAGCCACATTCCAGTGCAAAGAGGA 

CAGCACATGCATCTCACTGCCCAAGGTCTGTGATGGGCAGCCTGATTGTCTCAACGGCAGCG 

ATGAAGAGCAGTGCCAGGAAGGGGTGCCATGTGGGACATTCACCTTCCAGTGTGAGGACCGG 

AGCTGCGTGAAGAAGCCCAACCCGCAGTGTGATGGGCGGCCCGACTGCAGGGACGGCTCGGA 

TGAGGAGGACTGTGACTGTGGCCTCCAGGGCCCCTCCAGGCGCATTGTTGGTGGAGCTGTGT 

CCTCCGAGGGTGAGTGGCCATGGCAGGGCAGCCTCCAGGTTCGGGGTCGACACATCTGTGGG 

GGGGCCCTCATCGCTGACCGCTGGGTGATAAGAGCTGCCCAC-TGCTTCCAGGAGGACAGCAT 

GGCCTCCACGGTGCTGTGGACCGTGTTCCTGGGCAAGGTGTGGCAGAAGTCGCGCTGGGCTG 

GAGAGGTGTCCTTCAAGGTGAGCCGCCTGCTCCTGCACCCGTACCACGAAGAGGACAGCCAT 

GACTACGACGTGGCGCTGCTGCAGCTCGACCACCCGGTGGTGCGCTCGGCCGCCGTGGGCCC 

CGTCTGCCTGCCCGCGCGCTCGCACTTCTTCGAGCCCGdCCTGCAdTGCTGGATTACGGGCT 

GGGGCGCCTTGCGCGAGGGCGGCCCCATGAGCAACGCTCTGCAGAAAGTGGATGTGCAGTTG 

ATCCCACAGGACCTGTGCAGCGAGGCCTATCGGTACCAGGTGACGCCACGGATGCTGTGTGC 

CGGCTACCGCAAGGGCAAGAAGGATGCCtGTCAGGGTGAGTCAGGTGGTCCGCTGGTGTGCA 

AGGCACTCAGTGGCCGCTGGTTCCfGGCGGGGCTGGTCAGCTGGGGCCTGGGCTGTGGCCGG 

CCTAACTACTTCGGCG-TGTACACCCGCAfCACAGGTGTGATCAGCTGGATCCAGCAAGTGGT 

GACCTGAGGAACTGCCCCCCTGCAAAGCAGGGCCCACCTCCTGGACTCAGAGAGCCCAGGGC 
AAGTGCCAAGCAGGGGGACAAGTAT " 



BNSDOCID: <WO_0053756A2J_> 
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FIGURE fiR 

GGACGAGGGCAGATCTCGTTCTGGGGCAAGCCGTTGACACTCGCTCCCTGCCACCGCCCGGG 

CTCCGTGCCGCCAAGTTTTCATTTTCCACCTTCTCTGCCTCCAGTCCCCCAGCCCCTGGCCG 

AGAGAAGGGTCTTACCGGCCGGGATTGCTGGAAACACCAAGAGGTGGTTTTTGTTTTTTAAA 

ACTTCTGTTTCTTGGGAGGGGGTGTGGCGGGGCAGGATGAGCAACTCCGTTCCTCTGCTCTG 

TTTCTGGAGCCTCTGCTATTGCTTTGCTGCGGGGAGCCCCGTACCTTTTGGTCCAGAGGGAC 

GGCTGGAAGATAAGCTCCACAAACCCAAAGCTACACAGACTGAGGTCAAACCATCTGTGAGG 

TTTAACCTCCGCACCTCCAAGGACCCAGAGCATGAAGGATGCTACCTCTCCGTCGGCCACAG 

CCAGCCCTTAGAAGACTG.CAGTTTCAftCATGACAGCTAAAACCTTTTTCATCATTCACGGAT 

GGACGATGAGCGGTATCTTTGAAAACTGGGTGCACAAACTCGTGTCAGCCCTGCACACAAGA 

GAGAAAGACGCCAATGTAGTTGTGGTTGACTGGCTCCCCCTGGCCCACCAGCTTTACACGGA 

TGCGGTCAATAATACCAGGGTGGTGGGACACAGCATTGCCAGGATGCTCGACTGGCTGCAGG 

AGAAGGACGATTT-TTCTCTCGGGAATGTCCACTTGATCGGCTACAGCCTCGGAGCGCACG'TG 

G PPGGGTAT.G^AGGCAACTTCGTGAAAGGAACGGTGGGCCGAATC'ACAGGTTTGGATCCTGC 

CGGGCCCATGTTTGAAGGGGCCGACATCCACAAGAGGCTCTCTCCGGACGATGCAGATTTTG 

TGGATGTCCTCCACACCTACACGCGTTCCTTCGGCTTGAGCATTGGTATTCAGATGCCTGTG 

GGCCACATTGACATCTACCCCAATGGGGGTGACTTCCAGCCAGGCTGTGGACTCAACGATGT 

CTTGGGATCAATTGCATATGGAACAATCACAGAGGTGGTAAAATGTGAGCATGAGCGAGCCG 

TCCACCTCTTTGTTGACTCTCTGGTGAATCAGGACAAGCCGAGTTTTGCCTTCCAGTGCACT 

GACTCCAATCGCTTCAAAAAGGGGATCTGTCTGAGCTGCCGCAAGAACCGTTGTAATAGCAT 

TGGCTACAATGCCAAGAAAATGAGGAACAAGAGGAACAGCAAAATGTACCTAAAAACCCGGG 

CAGGCATGCCTTTCAGAGGTAACCTTCAGTCCCTGGAGTGTCCCTSAGGAAGGCCCTTAATA 

CCTCCTTCTTAATACCATGCTGCAGAGCAGGGCACATCCTAGCCCAGGAGAAGTGGCCAGCA 

CAATCCAATCAAATCGTTGCAAATCAGATTACACTGTGCATGTCCTAGGAAAGGGAATCTTT 

ACAAAATAAACAGTGTGGACCCCTAATAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
AAAAAAAAAAAAAAAAAAAAAA 
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FIGURF, fifi 



></usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA4 964 6 
xsubunit 1 of 1, 354 aa, 1 stop 
XMW: 39362, pi: 8.35, NX(S/T): 2 

MSNSVPLLCFWSLCYCFAAGSPVPFGPEGRLEDKLHKPKATQTEVKPSVRFNLRTSKDPEHE 
GCYLS VGHSQPLEDCS FNMTAKT FFI IHGWTMSG I FENWLHKLVSALHTREKDAN VVVVDWL 

PLAHQLYTDAVNNTRVVGHSIARMLDWLQEKDDFSLGNVHLIGYSLGAHVAGYAGNFVKGTV 
GRITGLDPAGPMFEGADIHKRLSPDDADFVDVLHTYTRSFGLSIGIQMPVGHIDI YPNGGDF 
QPGCGLNDVLGSIAYGTITEVVKCEHERAVHLFVDSLVNQDKPSFAFQCTDSNRFKKGICLS 
CRKNRCNSIGYNAKKMRNKRNSKMYLKTRAGMPFRGNLQSLECP 



amino acids 1-16 

Lipases, serine active site. 

amino acids 163-172 

N-glycosylation sites. 

amino acids. 80-83. and 136-139 



Important features : 
Signal peptide: 
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FIGURE 67 

Sggg^g^ 

agtttcactgcctgaaccacogctgtc^^ 

CTGATGAAGCAGGTTGCAGCTCAGACCCCm 
™ T ™ CTTCTATO ^^ 

CCTGCCATTGGGTGCTGGACCGCCATGATGGGCGGGGCCTGGCCGTGCGCTTCAeAGCCCTGGACTT^ 

cacatgcagtgcatgtgtatgacggccctgggccccctgagagctcccgacS 

GCAATGGCAAGGCTGTCACTGTGGAGACACTGTCTGGCCAGGCTGTTGTGTCCTACCACACM 

atgctcgtg6cttcaatgcc»cctacc^ 

CTGGCCTGGGAGCTGGCGAAGGCCTAGGTGAGCGCTGCTACAGTGAGGCACAGCGC^GTGA 

gtgctgacggcacagatgaggaggactgcccaggctgcccacctggacacttcccSgtgggS 

CTGCTGGCACAGeGTGCTACCTGCCTGCT^ 

GACGCTGTCGGCATTGCCAGCCTGGCAATTTCCGATGCCGGGACGAGAAGTGCGTdTATGAGAC^ 
A ^ G ^ CCAGAGTGTGC ^ 



™^ CACCCAGGAGTA ^^ 

CTTCCTACGGGCAGCTCATTGCCCAGGGTGCCATCGCACCTGTAGAAGACTTTCCTACAGAGAAT^ 
ACTCMTGCTGGGCAACCTGCGTTCTCTGCTACA(»TCTTACGCCAGGATA^ 

^ CG ^^^ GTCAGCGGGGCCGCTTGATGCGACGCCTGGTA 

GGAACACCCCGGCTCGGGCCTCTGAGG ^^ 

^2»CAGGTCCAGCCCGT<»GGGCGGGGC^^ 

AGGCTCCCCTCCCATCTGCTAGCACGTCTCCAGCCCCCACTACTGTCCCTGAAGCCCCAGGGCCACTGC^ 

CAGGACCAACCCGGAGCCCCCCTGGACCCCACACAGCAGTCGTGGCCCTGGAAGATGAGGACGATGTGCTACTGG 
"CTACTGAGGCGTCTCCCCTCGGGGCT^ 

ACCA ^ TCCTTCCCTGTCCCTGG ATTTCAGGGACTTGG T GGGCCTCCCGTTGACCCTATGTAGCT^ 

TAAGTGTCGCTCAGGCAGGGAGAGGGCTCACAGAGTCTCCTCTGTACGTGGCCATGGC^CAGACACCCCAG^ 

^ CAGGACCACCTGCTCCCCACGCCACCACCAT TTGGGTGGCTGTTTTTAAAAAGTAAA^ 

CCCTCCAGCCCCCAAGGGGAGGATTTGGGCAGAACCTGAGGTTTTGCCATCCACAATCCCTCCTACAGGGCCTGG 

gSSa;c;™ mtggttctmm ^^^ 
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FIGURE 68 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA4 9631 
<subunit 1 of 1, 713 aa, 1 stop 
<MW: 76193, pi: 5.42, NX(S/T): 4 

MLLATLLLLLLGGALAHPDRI IFPNHACEDPPAVLLEVQGTLQRPLVRDSRTSPANCTWLIL 

GSKEQTVTIRFQKLHLACGSERLTLRSPLQPLISLCEAPPSPLQLPGGNVTITYS YAGARAP 

MGQGFLLSYSQDWLMCLQEEFQCLNHRCVSAVQRCDGVDACGDGSDEAGCSSDPFPGLTPRP 

VPSLPCNVTLEDFYGVFSSPGYTHLASVSHPQSCHWLLDPHDGRRLAVRFTALDLGFGDAVH 

VYDGPGPPESSRLLRSLTHFSNGKAyTVETLSGQAV^YHTVAWSNGRGFNATYHVRGYCLP 

WDRPCGLGSGLGAGEGLGERCYSEAQRCDGSWDCADGTDEEDCPGCPPGHFPCGAAGTSGAT 

ACYLPADRCNYQTFCADGAPERRCRHCQPGNFRCRDEkCVYETWVCDGQPDCADGSDEWDCS 

YVLPRKVITAAVIGSLVCGLL.nVIALGCTCKLYAIRTQEYSIFAPLSRMEAEIVQQQAPPSY 

GQLIAQGAIPPVEDFPTENPNDNSVLGNLRSLLQILRgpMTPGGGPGARRRQRGRLMRRLVR 

RLRRWGLLPRTNTPARASEARSQVTPSAAPLEALDGGTG.PAREGGAVGGQDGEQAPPLPIKA 

PLPSASTSPAPTTVPEAPGPLPSLPLEPSLLSGVVQALRGRLLPSLGPPGPTRSPPGPHTAV 
LALE DE DDVLLVPLAE PG VWVAEAE DEPLLT " 

Important features: 
Signal peptide : 

amino acids 1.-16 . 

Transmembrane domain : . 

amino acids 442-462 . :. 

LDL-receptor class A (LDLRA) domain proteins 

amino acids 411-431, 152-171, 331-350 and 374-393 
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FIGURE fiQ 

CGAGCTGGGCGAGAAGTAGGGGAGGGCGGTGCTCCGCCGCGGTGGCGGTTGCTATCGCTTCG 
CAGAACCTACTCAGGCAGCCAGCTGAGAAGAGTTGAGGGAAAGTGCTGCTGCTGGGTCTGCA 
GACGCGATGGATAACGTGCAGCCGAAAATAAAACATCGCCCCTTCTGCTTCAGTGTGAAAGG 
CCACGTGAAGATGCTGCGGCTGGCACTAACTGTGACATCTATGACCTTTTTTATCATCGCAC 
AAGCCCCTGAACCATATATTGTTATCACTGGATTTGAAGTCACCGTTATCTTATTTTTCATA 
CTTTTATATGTACTCAGACTTGATCGATTAATGAAGTGGTTATTTTGGCCTTTGCTTGATAT 
TATCAACTCACTGGTAACAACAGTATTCATGCTCATCGTATCTGTGTTGGCACTGATACCAG 
A^CCACAACATTGACAGTTGGTGGAGGGGTGTTTGCACTTGTGACAGCAGTATGCTGTCTT 
GCCGACGGGGCCCTTATTTACCGGAAGCTTCTGTTCAATCCCAGCGGTCCTTACCAGAAAAA 
GCCTGTGCATGAAAAAAAAGAAGTTTTG3EAATTTTATATTACTTTTTAGTTTGATACTAAGT 
ATTAAACATATTT.CTGTATTCTTCCAAAAAAAAAAAAAAAAAA 



BNSDOCIO <WO 0053756A2_L> 
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FIGURE_70 



></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA49645 
Xsubunit 1 of' 1, 152 aa, 1 stop 

><MW: 17170, pi: -9.62, NX(S/T): 1 



MDNVQPKIKHRPFCFSVKGHVKMLRLALTVTSMTFFIIAQAPEPYIVITGFEVTVILF 
YVLRLDRLiyiKWLFWPLLD.IINSLVTTVFMLIVSVLALIPETTTLTVGGGVFALVTAVC 



amino acids 2 6-4 2 



Othe* potential transmembrane domain: 

amino ^ acids-" 44-65, 81-101 and 109-129 

Leucine zipper pattern 

amino acids 78-99- and 85-106 

N-myristoylation site. 

amino acids 110-115 

Ribonucleotide reductase large subunit protein 

amino acids 116-127 



GALI YRKLLFNPSGPYQKKPVHEKKEVL 



Important features: 

Potential type II transmembrane domain: 




BNSDOCID: <WO Q053756A2J > 
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FIGURE 71 

GGGCGAGAAGTAGGGGAGGGCGTGTTCCGCCGCGGTGGCGGTTGCTATCGTTTTGCAGAACC 
TACTCAGGCAGCCAGNTGAGAAGAGTTGAGGGAAAGTGCTGCTGCTGGGTCTGCAGACGCGA 
TGGATAACGTGCAGCCGAAAATAAAACATCGCCCCTTCTGCTTCAGTGTGAAAGGCCACGTG 
AAGATGCTGCGGCTGGCACTAACTGNGACATCTATGACCTTTTTTATNATCGCACAAGCCCC 
TGAACCATATATTGTTATCACTGGATTTGAAGTCACCGTTATCTTATTTTTCATACTTTTAT 
ATGTACTCAGACTTGATCGATTAATGAAGTGGTTATTTTGGCCTTTGCTTGATATTATCAAC 
TCACTGGTAACAACAGTATTCATGCTCATCGTATCTGTGTTGGCACTGATACCAGAAACCAC 
AACATTGACAGTTGGTGGAGGGGTGTTTGCACTTGTGACAGCAGTATGCTGTNTTGCCGAC 



Q0S37SflAg I > 



WO 00/53756 



PCT/USOO/04341 



CAGCCCCGCGCGCCGGCCGAGTCGCTGAGCCGCGGCTGCCGGACGGGACGGGACCGGCTAGG 

CTGGGCGCGCCCCCCGGGCCCCGCCGTGGGCATGGGCGCACTGGCCCGGGCGCTGCTGCTGC 

CTCTGCTfiGCCCAGTGGCTCCTGCGCGCCGCCCCGGAGCTGGCCCCCGCGCCCTTCACGCTG 

CCCCTCCGGG.TGGCCGCGGCCACGAACCGCGTAGTTGCGCCCACCCCGGGACCCGGGACCCC 

TGCCGAGCGCCACGCCGACGGCTTGGCGCTCGCCCTGGAGCCTGCCCTGGCGTCCCCCGCGG 

GCGCCGCCAACTTCTTGGCCATGGTAGACAACCTGCAGGGGGACTCTGGCCGCGGCTACTAC 

CTGGAGATGCTGATCGGGACCCCCCCGCAGAAGCTACAGATTCTCGTTGACACTGGAAGCAG 

TAACTT.TGCCGTGGCAGGAACCCCGCACTCCTACATAGACACGTACTTTGACACAGAGAGGT 

CTAGCACATACCGCTCCAAGGGCTTTGACGTCACAGTGAAGTACACACAAGGAAGCTGGACG 

GGCTTCGTTGGGGAAGACCTCGTCACCATCC.CCAAAGGCTTCAATACTTCTTTTCTTGTCAA 

CATTGCCA.CTATTTTTGAATCAGAGAATTTCTTTTTGCCTGGGATTAAATGGAATGGAATAC 

TTGGCCTAGCTTATGCCACACTTGCCAAGCCATCAAGTTCTCTGGAGACCTTCTTCGACTCC 

CTGGTGACACAAGGAAACATCCCCAACGTTTTCTCCATGCAGATGTGTGGAGCCGGCTTGCC 

CGTTGCTGGATCTGGGACCAACGGAGGTAGTCTTGTCTTGGGTGGAATTGAACCAAGTTTGT 

ATAAAGGAGACATCTGGTATACCCCTATTAAGGAAGAGTGGTACTACCAGATAGAAATTCTG 

AAATTGGAAATTGGAGGCCAAAGCCTTAATCTGGACTGCAGAGAGTATAACGCAGACAAGGC 

CATCGTGGACAGTGGCACCACGCTGCTGCGCCTGCCeCAGAAGGTGTTTGATGCGGTGGTGG 

■AAGCTGTGGCCCGCGCATCTCTGATTCCAGAATTCTCTGATGGTTTCTGGACTGGGTCCCAG 

CTGGCGTGCTGGACGAATTCGGAAACACCTTGGTCTTACTTCCCTAAAATCTCCATCTACCT 

GAGAGACGAGAACTCCAGCAGGTCATTCCGTATCACAATCCTGCCTCAGCT-TTACATTCAGC 

CCATGATGGGGGCCGGCCTGAATTATGAATGTTAGGGATTCGGCATTTCCCCATCCACAAAT 

GCGCTGGTGATCGGTGCCACGGTGATGGAGGGCTTCTAGGTCATCTTGGACAGAGCCCAGAA 

GAGGGTGGGCTTCGCAGCGAGCCCCTGTGCAGAAATTGCAGGTGCTGCAGTGTCTGAAATTT 

CCGGGCCTTTCTCAACAGAGGATGTAGCCAGCAACTGTGrCCCeGCTCAGTCTTTGAGCGAG 

CCCATTTTGTGGATTGTGTCCTATGCGCTCATGAGCGTCTGTGGAGCCATCCTCCTTGTCTT 

AATCGTCCTGCTGCTGCTGCCGTTCCGGTGTCAGCGTCGCCCCCGTGACCCTGAGGTCGTCA 

ATGATGAGTCCTCTCTGGTCAGACATCGCTGGAAATSAATAGCCAGGCCTGACCTCAAGCAA 

CCATGAACTCAGCTATTAAGAAAATCACATTTCCAGGGCAGCAGCCGGGATCGATGGTGGCG 

CTTTCTCCTGTGCCCACCCGTCTTCAATCTCTGTTCTGCTCCCAGATGCCTTCTAGATTCAC 

TGTCTTTTGATTCTTGATTTTCAAGCTTTCAAATCCTCCCTACTTCCAAGAAAAATAATTAA 
AAAAAAAACTTCATTCTAA 



BNSDOCID. <WO_ 0053756A2_I_> 
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FIGURE 7-3 



></usr/seqdb2/sst/DNA/Dnaseqs .min/ss. DNA454 93 
xsubunit 1 of 1, 518 aa, 1 stop 
><MW: 56180, pi: 5. 08, NX(S/T): 2 ~ 

MGALARALLLPLLAQWLLRAAPELAPAPFTLPLRVAAATNRVVAPTPGPGTPAERHADGLAL 

ALEPALASPAGAANFLAMVDNLQGDSGRGYYLEMLIGTPPQKLQILVDTGSSNFAVAGTPHS 

YIDTYFDTERSSTYRSKGFDVTVKYTQGSWTGFVGEDLVTrPKGFNTSFLVNIATIFESENF 
FLPGIKWNGILGLAYATLAKPSSSLETFFDSLVTQ^ 

LVLGGIEPSLYKGPIWYTPIKEEWYYQIEILKLEIGGQSLNLDCREYNADKAIVDSGTTLLR 
LPQKVFDAVVEAyA^SLIPEFSDGFWTGSQIACWTNSETPWSYFPKIS 

ITILPQLYIQPMMGAGLNYECYRFGISPSTNALVIGATVMEGFYVIFDRAQKRVGFAASPCA 
EIAGAAVS&ISGRFSTEDVASNCVPAQSLSEPILWIVSYALMSV 

QRRPRDPEVVNDESSLVRHRWK ' 

Important features : 
Signal peptide:, 

amino acids 1-20 

Transmembrane domain : . 

amino acids 466-494 

N-glycosylation sites. 

amino acids 170-173 and 366-369 

Leucine zipper pattern. 

amino acids 10-31 and 197-118 

Eukaryotic and viral aspartyl proteases 

amino acids 109-118, 252-261 and 298-310 




BNSDOCID: <WO 0O53756A2J_> 
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FIGURE 1& 



CGCCTCCGCCTTCGGAGGCTGACGCGCCCGGGCGCCGTTCCAGGCCTGTGCAGGGCGGATCG 

GCAGCCGCCTGGCGGCGATCCAGGGCGGTGCGGGGCCTGGGCGGGAGCCGGGAGGCGCGGCC 

GGCATGGAGGCGCTGCTGCTGGGCGCGGGGTTGCTGCTGGGCGCTTACGTGCTTGTCTACTA 

CAACCTGGTGAAGGCCCCGCCGTGCGGCGGCATGGGCAACCTGCGGGGCCGCACGGCCGTGG 

TCACGGGCGCCAACAGCGGCATCGGAAAGATGACGGCGCTGGAGCTGGCGCGCCGGGGAGCG 

CGCGTGGTGCTGGCCTGCGGCAGCCAGGAGCGCGGGGAGGCGGCTGCCTTCGACCTCCGCCA 

GGAGAGTGGGAACAATGAGGTCATCTTCATGGCCTTGGACTTGGCCAGTCTGGCCTCGGTGC 

GGGCCTTTGCCAGTGCCTTTCTGAGCT-CTGAGCCACGGTTGGACATCCTCATCCACAATGCC 

GGTATCAGTTCCTGTGGCCGGACCCGTGAGGCGTTTAACCTGCTGCTTGGGGTGAACGATAT 

CGGTCCCTTTCTGCTGACACATCTGGTGCTGCCTTGCCTGAAGGCATGTGCGCCTAGCCGCG 

TGGTGGTGGTAGCCTCAGCTGCCCACTGTCGGGGACGTCTTGACTTCAAACGCCTGGAGCGC 

CCAGTGGTGGGCTGGCGGCAGGAGCTGCGGGCATATGCTGACACTAAGCTGGCTAATGTACT 

GTTTGCCCGGGAGCTCGCCAACCAGCTTGAGGCCACTGGCGTCACCTGGTATGCAGCCeACC 

CAGGGCCTGTGAACTCGGAGCTGTTCCTGCGCCATGTTCCTGGATGGGTGCGCCCACTTTTG 

C'GCCCATTGGCTTGGGTGGTGCTCCGGGCACCAAGAGGGGGTGCCCAGACACCCCTGTATTG 

TGCTCTACAAGAGGGCATCGAGCCCCTCAGTGGGAGATATTTTGCCAACTGCCATGTGGAAG 

AGGTGCCTCCAGCTGCCCGAGACGACCGGGCAGCCCATCGGCTATGGGAGGCCAGCAAGAGG- 

CTGGCAGGGCTTGGGCCTGGGGAGGATGCTGAACCCGATGAAGACCCCCAGTCTGAGGACTC 

AGAGGCCCCATCTTCTCTAAGCACCCCCCACCCTGAGGAGCCCACAGTTTCTCAACCTTACC 

CCAGCCCTCAGAGCTCACCAGATTTGTCTAAGATGACGCACCGAATTCAGGCTAAAGTTGAG 

CCTGAGATCGAGCTCTCCTAACCCTCAGGCCAGGATGCTTGCCATGGCACTTCATGGTCCTT 

GAAAACCTCGGATGTGTGTGAGGCCATGCCCT.GGAGACTGACGGGTTTGTGATCTTGACCTC 

CGTGGTTACTTTCTGGGGCCCCAAGCTGTGCCCTGGACATCTCTTTTCCTGGTTGAAGGAAT 

AATGGGTGATTATTTCTTCCTGAGAGTGACAGTAACCCCAGATGGAGAGATAGGGGTATGCT 

AGACACTGTGCTTCTCGGAAATTTGGATGTAGTATTTTCAGGCCCCACCCTTATTGATTCTG 

ATCAGCTCTGGAGCAGAGGCAGGGAGTTTGCAATGTGATGCACTGCCAACATTGAGAATTAG 

TGAACTGATCCCTTTGCAACCGTCTAGCTAGGTAGTTAAATTACCCCCATGTTAATGAAGCG 

GAATTAGGCTCCCGAGCTAAGGGACTCGCCTAGGGTCTCACAGTGAGTAGGAGGAGGGCCTG 

GGATCTGAACCCAAGGGTCTGAGGCCAGGGCCGACTGCCGTAAGATGGGTGCTGAGAAGTGA 

GTCAGGGCAGGGCAGCTGGTATCGAGGTGCCCCATGGGAGTAAGGGGACGCCTTCCGGGCGG 

ATGCAGGGCTGGGGTCATCTGTATCTGAAGCCCCTCGGAATAAAGCGCGTTGACCGCCAAAA 
AAAAAAAAAAAAAAAAA 




BNSDOCID: <WO 0053756A2J_> 
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FIGURE 7R 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA48227 
<subunit 1 of 1, 377 aa, 1 stop 
<MW: 40849, pi: 7.98., NX(S/T): 0 

MEALLLGAGLLLGAYVLVYYNLVKAPPCGGMGNLRGRTAVVTGANSGIGKMTALELARRGAR 

VVLACRSQERGEAAAFDLRQESGNNEVIFMALDLASLASVRAFATAFLSSEPRLDILIHNAG 

ISSCGRTREAFNLLLRVNHIGPFLLTHLLLPCLKACAPSRVVVVASAAHCRGRLDFKRLDRP 

VVGWRQELRAYADTKLANV-LFARELANQLEATGVTCYAAHPGPVNSELFLRHVPGWLRPLLR 

PLAWLVLRAPRGGAQTPLYGALQEGIEPLSGRYFANCHVEEVPPAARDDRAAHRLWEASKRL 

AGLGPGEDAEPDEDPQSEDSEAPSSLSTPHPEEPTVSQPYPSPQSSPDLSKMTHRIQAKVEP 
EIQLS 

Important features : 
Signal peptide: 

amino acids 1-16 ' 

Glycosaminoglycan attachment site. 

amino acids: 4 6-4 9 

Short-chain alcohol dehydrogenase family 

amino acids 37-49 and 114-124 



BNSDOCID: <WO 0053756A2 I > 
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FX (SOME 7fi 

GGAGGAGACAGCCTCCTGGGGGGCAGGGGTTCCCTGCCTCTGCTGCTCCTGCTCATCATGGGAGGCATGGCTCAG 

gactccccgccccagatcctagtccacccc^ 

CAAGCCTCAGGCCAGCCACCTCCCACGATCCGCTGGTTGCTGAATGGGCAGCCCCTGAGCAT^ 
^^JS^CCCGGAAGGCACACAGTGTC 

GGTCCCTGGACCCTGGAGCAGCT^^ 

tggctgctgcttctgggcaccgccgtgtgtatccaccgccggcgccgagctagggtgcacctggS 

TACAGATATACCAGTGAGGATGCCATCCTAAAACACAGGATGGATCACAGTG^ 

GACCCACTAGAGTGTCGTCGCTCCTTGCTCTCCTGGGACTCCCGAAGCCCCGGCGTGCCCCTGCTTCCAGACACC 

agcactttttatggctccctcatcgctga^ 

gtcaggcgcctcccaccccagctggcccagctctccagcccctgttccagctcagac^gcctctc 
-g^ctctcttctccccgcttgtctctg<^ 

gccaacagttccccactgctccggggcagccactccttggagctccgggcctg^gtoag^ 
aagaacctttcccaaagcccaggagctgtgccccaagctctggttgcctggcgggcES 

AGCTCCTCAAATGAGCTGGTTACTCGTCATCTCCCTCCAGCACCCCTCTra 

AGTCAACAGACCCAGCCTCCGGTGGCACCACAGGCTCCCTCCTCCATCCTGCTGCCAG^ 
^^^GTCCCCCTAGCCCCCAG 

^^^tcactgtcatccctgggggaggatcaagacagcgtgctgacccctgaggaggtaggcctgtgcttggaa 

CTCAGTGAGGGTGAGGAGACTCCCAGGAACAGCGTCTCTCCCATGCCAAGGGCTCCTTCACCCCCCACCACCTAT 

^^atcagcgtcccaacagcctcagagttcacggacatgggcaggactg^ 

^^^ TTGCTGTGCCCACCTCGGC CCTGCCTCAGCCCCACCCCGAGCGAGGGCTCGTTAGGCAATGGTTGGGG^ 
TCAGCCTCTGAGGACAATGCCGCCAGCGCCAGAGCCAGCCTTGTCAGCTCCTCCGATGGCTCCTTCCTCGCTGAT 
GG ^ G TI TGCeCGGGCCCTGGCAGTGG CTGTGGATAGGTTTGGTTTCGGTCTAGAGCCCAGGGAGGCAGACTGC 
GTCTTCATAGATGCCTCATCACCTCCCTCCCCACGGGATGAGATCTTCCTGACCCCCAACCTCTCCCTGCCCCTG 
TGGGAGTGGAGGCCAGACTGGTTGGAAGACATGGAGGTCAGCCACACCCAGCGGCTGGGAAGGGGGATGCCTCCC 
TGGCCCCCTGACTCTCAGATCTCTTCCCAGAGAAGTCAGCTCCACTGTCGTATGCCCAAGGCTGGTGCTTCTCCT 
GTAGATTACTCCTGAACCGTGTCCCTGAGACTTCCCAGACGGGAATCAGAACCACTTCTCCTGTCCACCCACAAG 

a S"gggctgtggtgtgtc^ 

TTCTCCCTCCACGATTGTGAAAACAAATGAAAACAAAATTAGAGCAAAGCTGACCTGGAGCCCTCAGGGAGCAAA 
ACATCATCTCCACCTGACTCCTAGCCACTGCTTTCTCCTCT.GTGCCATCCACTCCCACCACCAGGTTGTTTTGGC 
G ^ GAGGAGCAGCCCTGCCTGCTG CTCTTCCCCCACCATTTGGATCACAGGAAGTGGAGGAGCCAGAGGTGCCTTT 
GTGGAGGACAGCAGTGGCTGCTGGGAGAGGGCTGTGGAGGAAGGAGCTTCTCGGAGCCCCCTCTCAGCCTTACCT 
GGGCCCCTCCTCTAGAGAAGAGCTCAACTCTCTCCCAACCTCACCATGGAAAGAAAATAATTATGAATGCCACTG 
AGGCACTGAGGCCCTACCTCATGCCAAACAAAGGGTTCAAGGCTGGGTCTAGCGAGGATGCTGAAGGAAGGGAGG 
TATGAGACCGTAGGTCAAAAGCACCATCCTCGTACTGTTGTCACTATGAGCTTAAGAAATTTGATACCATAAAAT 
GGTAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 



BNSDOCID: <WO_0053756A2_I_> 
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FIGURE 77 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA41404 
<subunit 1 of 1, 985 aa, 1 stop 
<MW: 105336, pi: 6.55, NX(S/T): 7 

MGGMAQDSPPQILVHPQDQLFQGPGPARMSCQASGQPPPTIRWLLNGQPLSMVPPDPHHLLP 

DGTLLLLQPPARGHAHDGQALSTDLGVYTCEASNRLGTAVSRGARLSVAVLREDFQIQPRDM 

VAVVGEQFTLECGPPWGHPEPTVSWWKDGKPLALQPGRHTVSGGSLLMARAEKSDEGTYMCV 

ATNSAGHRESRAARVSIQEPQDYTEPVELLAVRIQLENVTLLNPDPAEGPKPRPAVWLSWKV 

SGPAAPAQSYTALFRTQTAPGGQGAPWAEELLAGWQBAELGGLHWGQDYEFKVRPSSGRARG 

PDSNVLLLRLPEKVPSAPPQEVTLKPGNGTVFVSWVPPPAENHNGIIRGYQVWSLGNTSLPP, 

ANWTVVGEQTQLEIATHMPGS YCVQVAAVTGAGAGEPSRPVCLLLEQAMERATQEPSEHGPW 

TLEQLRATLKRPEVIATCGVALWLLLLGTAVCIHRRRRARVHLGPGLYRYTSEDAILKHRMD 

HSDSQWLADTWRSTSGSRDLSSSSSLSSRLGADARDPLDCRRSLLSWDSRSPGVPLLPDTST 

FYGSLIAELPSSTPARPSPQVPAVRRLPPQLAQLSSPCSSSDSLCSRRGLSSPRLSLAPAEA 

WKAKKKQELQHANSSPLLRGSHSLELRACELGNRGSKNLSQSPGAVPQALVAWRALGPKLLS 

SSNELVTRHLPPAPLFPHETPPTQSQQTQPPVAPQAPSSILLPAAPIPILSPCSPPSPQASS 

LSGPSPASSRLSSSSLSSLGEDQDSVLTPEEVALCLELSEGEETPRNSVSPMPRAPSPPTTY 

GYISVPTASEFTDMGRTGGGVGPKGGVLLCPPRPCLTPTPSEGSLANGWGSASEDNAASARA 

SLVSSSDGSFLADAHFARALAVAVDSFGFGLEPREADCVFIDASSP.PSPRDEI FLTPNLSLP 

LWEWRPDWLEDMEVSHTQRLGRGMPPWPPDSQISSQRSQLHCRMPKAGASPVDYS 

Important features : 
Transmembrane domain : 

amino acids 448-467 
N-glycosylation sites: 

amino acids 224-227, 338-341, 367-370, 374-377, 658-661 and 926- 
929 

N-myri s toy la tion sites. 

amino acids 47-52, 80-85, 88-93, 99-104, 105-110, 181-186, 272- 
277, 290-295, 355-360, 403-408, 462-467, 561-566, 652-657, 849- 
854 and 876-881 

Phosphotyrosine interaction domain proteins 

amino acids 740-753 



Hf 



BNSDOCID: <WO 00537S6A2J_> 
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CTCCCACGGTGTCCAGCGCCCAGAATGCGGCTTCTGGTCCTGCTATGGGGTTGCCTGCTGCT 

CCCAGGTTATGAAGCCCTGGAGGGCCCAGAGGAAATCAGCGGGTTCGAAGGGGACACTGTGT 

^^S^S^S ACCTACAGGG ^ GAGCTGAGGGACCACCG GAAGTACTGGTGCAGGAAGGGT 

GGGA ^^ C ^ C J CTCGCTGCTCTGGCACCATCTATGCAGA AGAAGAAGGCCAGGA 

GAA ^ G ^S GGTGTCCATCCGTGACAGCCGCCAGGAGCTC TCG 

AC f^ CCGTGCAAGACGCTGG ^ 

TCTTTACTGATCTCTCT.GTTGGTCTTTCCAGGACGCTGCTGTCCTCGCTCCCCTTCTCCCAC 

CTTCCAGCCTCTGGCTACAACACGCCTGCAGCCCAAGGCAAAAGCTCAGCAAACCCAGCCCC 

GAGGA ^ GAG 7 CTCCTGGGCTG TACCCGGCAGCCACCACAGCCAAGCAGGGG^ 

GCTGAGGCCCCTCCATTGCCAGGGAGTTGCCAGTACGGGCACGAAAGGACTTCTCAGTACAC 

AGGAACCTCTCCTCACCCAGCGACCTCTCCTCCTGCAfiGGAGCTCCCGCCCCCCCATGCAGC 

TGGACTCCACCTCAGCAGAGGACACCAGTCCAGCT^GCAGTGGCAGCTCTAAG^ 
™TC^TCCC<»T TC TCC^^ 

CGCAGGCCTGATCGCCTTCTGCAGCCACCTGCTCCTGTGGAGAAAGGAAGCTCAACAGGCCA 
GGGAGACACAGAGGAACGAGAAGTTCTGG CTCTCACGCTTGACTGCGGAGGA^ 
CCTT.CCCAGGCCGCTGAGGGGGAGGTGATGTCGATGCCTGCCCTCeAGACATCTGAGGAGGA 
GCTGGGCTTCTCGAAGTTTGTCTCAGCG2AGGGCAGGAGGCCCTCCTGGCCAGGCCAGCAGT 

gaagcagtatggctggctggatcagcaccgattcccgXaagctttccacctcagcctcagag 

TC^GCTGCCCGGACTCCAGGG^^ 

GCCTGACCTAGAAGGGTTTG.TCAGCCCTGGAGCCCAGAGCGGTGGCCTTGCTCTTCCGGCTG 
r AGAC ^? GACATCCCTGATAGGTTCACATCCCTGGGCAGAGTAGGA ' G 

? GAGG AAGGG '^ GAG '' ,GG ATCTGGTCTGAGTTTCAATGTGGCAGGAACTCCTGGGC 
CTCATGCCCAGTGTCGGACCCTGCCTTCCTCCCACTCCAGACCCCACCTTGTCTTCCCTCCC 

?rrr^ C ?I^SS TTAGTCCCACGGTCTCCTGCATCAGCTGG 

GGGGTGAGACTGGGATTCTGGCTTCTGTTTGAACCACCTGCATGCAGCCCTTCAGGAAGCCT 

GTGAAAAACGTGATTCCTGGCCCCACCAAGACCCACCAAAACCATCTCTGGGCTTGGTGCAG 

GACTCTGAATTCTAACAATGCCCAGTGACTGTCGCACTTGAGTTTGAGGGCCAGTGGGCCTG 

ATGAACGCTCACACCCCTTCAGGTTAGAGTCTGGATTTGGGCTGTGACGTCTCCACCTGCCC 

CAATAGATCTGCTCTGTCTGCGACACCAGATCCACGTGGGGACTCCCCTGAGGCCTGCTAAG 

3SS^5 GGG ^^ GG ^ GAGG ^ GAGG ^ GG ACATTGCAGGATAAGCCCAGGACCGGCACAGAAGTGG 

TTGCCTTTNCCATTTGCCCTCCCTGGNCCATGCGTTCTTGCCTTTGGAAAAAATGATGAAGA 

AAACCTTGGCTCCTTCCTTGTCTGGAAAGGGTTACTTGCCTATGGGTTCTGGTGGCTAGAGA 

GAAAAGTAGAAAACCAGAGTGCACGT AGGTGTCTAACACAGAGGAGAGTAGGAACAGGGCGG 

ATACCTGAAGGTGACTCCGAGTCCAGCCCCCTGGAGAAGGGGTCGGGGGTGGTGGTAAAGTA 

GCACAACTACTATTTTTTTTCTTTTTCCATTATTATTGTTTTTTAAGACAGAATCTCGTGCT 

GCTGCCCAGGCTGGAGTGCAGTGGCACGATCTGCAAACTCCGCCTCCTGGGTTCAAGTGATT 

CTTCTGCCTCAGCCTCCCGAGTAGCTGGGATTACAGGCACGCACCACCACACCTGGCTAATT 

TTTGTACTTTTAGTAGAGATGGGGTTTCACCATGTTGGCCAGGCTGGTCTTGAACTCCTGAC 

CTCAAATGAGCCTCCTGCTTCAGTCTCCCAAATTGCCGGGATTACAGGCATGAGCCACTGTG 

TCTGGCCCTATTTCCTTTAAAAAGTGAAATTAAGAGTTGTTCAGTATGCAAAACTTGGAAAG 

ATGGAGGAGAAAAAGAAAAGGAAGAAAAAAATGTCACCCATAGTCTCACCAGAGACTATCAT 

TATTTCGTTTTGTTGTACTTCCTTCCACTCTTTTCTTCTTCACATAATTTGCCGGTGTTCTT 

TTTACAGAGCAATTATCTTGTATATACAACTTTGTATCCTGCCTTTTCCACCTTATCGTTCC 

ATCACTTTATTCCAGCACTTCTCTG.TGTTTTACAGACCTTTTTATAAATAAAATGTTCATCA 
GCTGCATAAAAAAAAAAAAAA - ■ 
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FIGURE 79 



</usr/seqdb2/sst/DNA/Dnaseqs .min/ss . DNA4 4196 
<subunit 1 of* 1, 332 aa, 1 stop 
<MW: 36143, pi: 5.89, NX(S/T): 1 

MRLLVLLWGCLLLPGYEALEGPEEISGFEGDTVSLQCTYREELRDHRKYWCRKGGILFSRCS 

G.TIYAEEEGQETMKGRVStRDSRQELSLIVTLWNLTLQDAGEYWCGVEKRGPDESLLISLFV 

FPGPCCPPSPSPTFQPLATTRLQPKAKAQQTQPPGLTSPGLYPAATTAKQGKTGAEAPPLPG 

TSQYGHERTSQYTGTSPHPATSPPAGSSRPPMQLDSTSAEDTSPALSSGSSKPRVSIPMVRI 

LAPVLVLLSLLSAAGLIAFCSHLLLWRKEAQQATETQRNEKFWLSRLTAEEKEAPSQAPEGD 
VISMPPLHTSEEELGFSKFVSA 



Important: features : 
Signal peptide: 

amino acids- 1—17 - 

Transmembrane domain: 

amino acids 248-269 

N-glycosylation site. 

amino acids 96-99 

Fibrinogen beta and gamma chains C- terminal domain. 

amino acids 104-113 

Ig like V-type domain: 

amino acids 13-128 
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FIGURF. ftO 



TTGTGACTAAAAGCTGGCCTAGCAGGCCAGGGAGTGCAGCTGCAGGCGTGGGGGTGGCAGGA 
GCCGCAGAGCCAGAGCAGACAGCCGAGAAACAGGTGGACAGTGTGAAAGAACCAGTGGTCTC 
GCTCTGTTGCCCAGGCTAGAGTGTACTGGCGTGATCATAGCTCACTGCAGCCTCAGACTCCT 
: GGACTTGAGAAATCCTCCTGCCTTAGCCTCCTGCATATCTGGGACTCCAGGGGTGCACTCAA 
GCCCTGTTTCTTCTCCTTCTGTGAGTGGACCACGGAGGCTGGTGAGCTGCCTGTCATCCCAA 
AGCTCAGCTCTGAGCCAGAGTGGTGGTGGCTCCACCT.CTGCCGCCGGCATAGAAGCCAGGAG 
CAGGGCTCTCAGAAGGCGGTGGTGCCCAGCTGGGATCATSTTGTTGGCCCTGGTCTGTCTGC 
TCAGCTGCCTGCTACCCT CCAGTGAGGCCAAGCTCTACGGTCGTTGTGAACTGGCCAGAGTG 
CTACATGACTTCGGGCTGGACGGATACCGGGGATACAGCCTGGCTGACtGGGTCTGCCTTGC 
TTATTTCACAAGCGGTTTCAACGCAGCTGCTTTGGACTACGAGGCTGATGGGAGCACCAACA 

• acgggatcttccagatcaAcagccggaggtggtgcagcaacctcaccccgaacgtccccaac 
gtgtgccggatgtactgctcagatttgttgaatcctaatctcAaggataccgttatctgtgc 
catgaagataacccaagagcctcagggtctgggttactgggaggcctggaggcatcactgcc 
agggaaaagagctcactgaatgggtggatggctgtgacttctaggatggacggaaccatgca 

cagcaggctgggaaatgtggtttggttcctgacctaggcttgggaagacaagccagcgaata 

• aaggatggttgaacgtgaaa 
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FIGURE 81 



</usr/seqdb2/sst/DNA/Dnaseqs .min/ss. DNA5218-7 
<subunit 1 of 1, 146 aa, 1 stop 
<MW: 16430, pi: 5. '05, NX(S/T): 1 

MLLALVCLLSCLLPSSEAKLYGRCELARVLHDFGLDGYRGYSLADWVCLAYFTSGFNAAALD 

YEADGSTNNGIFQINSRRWCSNLTPNVPNVCRMYCSDLLNPNLKDTVICAMKITQEPQGLGY 
WEAWRHHCQGKDLTEWVDGCDF 

Important features : 
Signal peptide: 

amino acids 1-18 

N-myristoylation site. 

amino acids 67-72 

Homolgous region to Alpha- lactalbumin / lysozyme C proteins. 

amino acids 34-58 (catalytic domain), 111-132 and 66-107 




BNSDOCID: <WO 0053756A2_I_> 
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PCT/US00/04341 



FIQPRE! R9 

AGCCGCTGCCCCGGGCCGGGCGCCCGCGGCGGCACCMfiAGTCCCCGCTCGTGCCTGCGTTC 

GCTGCGCCTCCTCGTCTTCGCCGTCTTCTCAGCCGCCGCGAGCAACTGGCTGTACCTGGCCA 

AGCTGTCGTCGGTGGGGAGCATCTCAGAGGAGGAGACGTGCGAGAAACTCAAGGGCCTGATC 

CAGAGGCAGGTGCAGATGTGCAAGCGGAACCTGGAAGTCATGGACTCGGTGCGCCGCGGTGC 

CCAGCTGGCCATTGAGGAGTGCCAGTACGAGTTCCGGAACCGGCGCTGGAACTGCTCCACAC 

TCGACTCCTTGCCCGTCTTCGGCAAGGTGGTGACGCAAGGGACTCGGGAGGCGGCCTTCGTG 

TACGCCATCTCTTCGGCAGGTGTGGCCTTTGCAGTGACGCGGGCGTGCAGCAGTGGGGAGCT 

GGAGAAGTGCGGCTGTGACAGGACAGTGCATGGGGTCAGCCCACAGGGCTTCCAGTGGTCAG 

GATGCTCTGACAACATCGCCTACGGTGTGGCCTTCTCAGAGTCGTTTGTGGATGTGCGGGAG 

AGAAGCAAGGGGGCCTCGTCCAGCAGAGCCCTCATGAACCTCCACAACAATGAGGCCGGCAG 

GAAGGCCATCCTGACACACATGCGGGTGGAATGCAAGTGCCACGGGGTGTCAGGCTGGTGTG 

AGGTAAAGACGTGCTGGCGAGCCGTGCCGCCCfTCCGCCAGGTGGGTCACGCACTGAAGGAG 

AAGTTTGATGGTGCCAGTGAGGTGGAGCCACGCCGCGTGGGCTCCTCGAGGGCACTGGTACC 

ACGCAACGCACAGTTCAAGCCGCACACAGATGAGGACCTGGTGTACTTGGAGCCTAGCCCCG 

ACTTCTGTGAGCAGGACATGCGGAGCGGCGTGCTGGGCACGAGGGGCCGCACATGCAACAAG 

ACGTCCAAGGCCATCGACGGCTGTGAGCTGCTGTGCTGTGGCCGCGGCTTCCACACGGCGCA 

GGTGGAGCTGGCTGAACGCTGCAGCTGCAAATTCCACTGGTGCTGCTTCGTCAAGTGCCGGC 

AGTGCCAGCGGCTCGTGGAGTTGCACACGTGCCGATGACCGCCTGCCTAGCCCTGCGCCGGC 

AACCACCTAGTGGCCCAGGGAAGGCCGATAATTTAAACAGTCTCCCACCAGCTACCCCAAGA 

GATACTGGTTGTATTTTTTGTTCTGGTTTGGTTTTTGGGTCCTCATGTTATTTATTGCCGAA 

ACCAGGCAGGCAAGCGCAAGGGCACCAACCAGGGCCTCCCCAAAGCCTGGGCCTTTGTGGCT 

GCCACTGACCAAAGGGACCTTGCTCGTGCCGCTGGCTGCCCGCATGTGGCTGCCACTGACCA 

CTCAGTTGTTATCTGTGTCCGTTTTTCTACTTCCAGAGCTAAGGTGGAGTAACAAGGAGTAT 

TACCACCACATGGCTACTGACCGTGfCATCGGGGAAGAGGGGGCCTTATGGCAGGGAAAATA 

GGTACCGACTTGATGGAAGTCACACCCTCTGGAAAAAAGAACTCTTAACT.CTCCAGCACACA 

TACACATGGACTCCTGGCAGCTTGAGCCTAGAAGCCATGTCTCTCAAATGCCCTGAGAAAGG 

GAACAAGCAGATACCAGGTCAAGGGCACCAGGTTCATTTCAGCCCTTACATGGACAGCTAGA 

GGTTCGATATCTGTGGGTCCTTCCAGGCAAGAAGAGGGAGATGAGAGCAAGAGACGACTGAA. 

GTCCCACCCTAGAACCCAGCCTGCCCCAGCCTGCCCCTGGGAAGAGGAAACTTAACCACTCC 

CCAGACCCACCTAGGCAGGCATATAGGCTGCCATCCTGGACCAGGGATCCCGGCTGTGCCTT 

TGCAGTCATGCCCGAGTCACCTTTCACAGCGCTGTTCCTCCATGAAACTGAAAAACACACAC 

ACACACACACACACACACACACACACACACACACACACGGACACACACACACACCTGCGAGA 

GAGAGGGAGGAAAGGGCTGTGCCTTTGCAGTCATGCCCGAGTCACCTTTCACAGCACTGTTCCTC 




BNSOOCID: <WO_0053756A2_L> 
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FIGURE 83 



</usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA48328 
<subunit 1 of' 1, 351 aa, 1 stop 
<MW: 39052, pi: 8.97, NX(S/T): 2 

MSPRSCLRSLRLLVFAVFSAAASNWLYLAKLSSVGSISEEETCEKLKGLIQRQVQMCKRNLE 

VMDSVRRGAQLAIEECQYQFRNRRWNCSTLDSLPVFGKVVTQGTREAAFVYAISSAGVAFAV 

TRACSSGELEKCGCDRTVHGVSPQGFQWSGCSDNIAYGVAFSQSFVDVRERSKGASSSRALM 

NLHNNEAGRKAILTHMRVECKCHGVSGSCEVKTCWRAVPPFRQVGHALKEKFDGATEVEPRR 

VGSSRALVPRNAQFKPHTDEDLVYLEPSPDFCEQDMRSGVLGTRGRTCNKTSKAIDGCELLC 
CGRGFHTAQVELAERCSCKFHWCCFVKCRQCQRLVELHTCR 

Important features : 
Signal peptide : 

amino acids 1-22 

N-glycosylation sites. 

amino acids 88-91 and 297-300 

Wnt-1 family signature. 

amino acids 206-215 

Homologous region to Wnt-1 family proteins 

amino acids .183-235, 305-350, 97-138, 53-92 and 150 -174 




BNSDOCID: <WO 0O53756A2_l_> 
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CGGACGCGTGGGCGGACGCGTGGGCGGACGCGTGGGCGGACGCGTGGGCTGGGTGCCTGCAT 

CGCC^TGGACACCACCAGGTACAGCAAGTGGGGCGGCAGCTCCGAGGAGGTCCCCGGAGGGC 

CCTGGGGACGCTGGGTGCACTGGAGCAGGAGACCCCTCTTCTTGGCCCTGGCTGTCCTGGTC 

ACCACAGTCCTTTGGGCTGTGATTCTGAGTATCCTATTGTCCAAGGCCTCCACGGAGCGCGC 

GGCGCTGCTTGACGGCCACGACCTGCTGAGGACAAACGCCTCGAAGCAGACGGCGGCGCTGG 

GTGCCCTGAAGGAGGAGGTCGGAGACTGCCACAGCTGCTGCTCGGGGACGCAGGCGCAGCTG 

CAGACCACGCGCGCGGAGCTTGGGGAGGCGCAGGCGAAGCTGATGGAGCAGGAGAGCGCCCT 

GCGGGAACTGCGTGAGCGCGTGACeCAGGGCTTGGCTGAAGCeGGCAGGGGCCGTGAGGACG 

TCCGCACTGAGCTGTTCCGGGCGeTGGAGGCCGTGAGGCTCCAGAACAACTCeTGCGAGCCG 

TGCCCCACGTCGTGGCTGTCCTTCGAGGGCTCCTGCTACTTTTTCTCTGTGCCAAAGACGAC 

GTGGGCGGCGGCGCAGGATCACTGCGGAGATGCCAGCGCGCACCTGGTGATCGTTGGGGGCC 

TGGATGAGCAGGGCTTCCTCACTCGGAACACGCGTGGCCGTGGTTACTGGCTGGGCCTGAGG 

GCTGTGCGCCATCTGGGCAAGGTTCAGGGCTACCAGTGGGTGGACGGAGTCTCTCTCAGCTT 

CAGCCACTGGAACCAGGGAGAGCCCAATGACGCTTGG6GGCGCGAGAACTGTGTCATGATGC 

TGCACACGGGGCTGTGGAACGACGCACCGTGTGACAGCGAGAAGGACGGCTGGATCTGTGAG 

AAAAGGCACAACTGCTGACCCCGCCCAGTGCCCTGGAGCCGCG^ 

TCCTGGGGGCTGCTCACCTCCCTGGCTCCTGGAGCTGATTGCCAAAGAGTTTTTTTCTTCCT 
CATCCACCG.CTGCTGAGTCTCAGAAACACTTGGCCCAACATAGCCCTGTCCAGCCCAGTGCC 
TGGGCTCTGGGACCTCCATGCCGACCTCATCCTAACTCCACTCACGCAGACCCAACCTAACC 
TCCACTAGCTCCAAAATCCCTGCTCCTGCGTCCCCGTGATATGCCTCCACTTCTCTCCCTAA 
CCAAGGTTAGGTGACTGAGGACTGGAGCTGTTTGGTTTTCTCGCATTTTCCACCAAACTGGA 
AGCTGTTTTTGCAGCCTGAGGAAGCATCAATAAATATTTGAGAAATGAAAAAA 



BNSDOCID: <WO 0O53756A2_L> 



f'Ffl ^ 
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FIGUBE_85 



</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA56352 
<subunit 1 of '1, 293 aa, 1 stop 

<MW: 32562, pi: 6.53, NX(S/T): 2 

MDTTRYSKWGGSSEEVPGGPWGRWVHWSRRPLFLALAVLVTTVLWAVILSILLSKASTERAA 
LLDGHDLLRTNASKQTAALGALKEEVGDCHSCCSGTQAQLQTTRAELGEAQAKLMEQESALR 
ELRERVTQGLAEAGRGREDVRTELFRALEAVRLQNNSCEPCPTSWLSFEGSCYFFSVPKTTW 
AAAQDHCADASAHLVIVGGLDEQGFLTRNTRGRGYWLGLRAVRHLGKVQGYQWVDGVSLSFS 
HWNQGEPNDAWGRENCVMMLHTGLWNDAPCDSEKDGWICEKRHNC 



Important features: 

Type II transmembrane domain: 

amino acids 31-54 

N-glycosylation sites. 

amino acids 73-76 and 159-162 

Leucine zipper pattern. 

amino acids 102-123 

N-myristoylation sites. 

amino acids 18-23, 133-138 and 242-247 

C-type lectin domain signature. 

amino acids 264-287 




BNSDOCID: <WO 0053756A2_I_> 
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PCT/USOO/04341 



GCCAGGGGAAGAGGGTGATCCGACCCGGGGAAGGTCGCTGGGCAGGGCGAGTTGGGAAAGCG 

GCAGCCCCCGCCGCCCCCGCAGCCCCTTCTCCTCCTTTCTCCCACGTCCTATCTGCCTCTCG 

CTGGAGGCCAGGCCGTGCAGCATCGAAGACAGGAGGAACTGGAGCCTCATTGGCCGGCCCGG 

GGCGCCGGCCTCGGGCTTAAATAGGAGCTCCGGGCTCTGGCTGGGACCCGACCGCTGCCGGC 

GGCGCTCCCGCTGCTCCTGCCGGGTGAT6GAAAACCCCAGCCCGGGCGCCGCCCTGGGCAAG 

GCCCTCTGCGCTCTCCTCCTGGCCAGTGTCGGCGCCGCCGGCCAGCCTCTTGGGGGAGAGTC 

CATCTGTTCCGCCAGAGCCCCGGCCAAATACAGCATCACCTTCACGGGCAAGTGGAGCCAGA 

CGGCCTTCCCCAAGCAGTACCCCCTGTTCCGCCCCCCTGCGCAGTGGTCTTCGCTGCTGGGG 

GCCGCGCATAGCTCCGACTACAGCATGTGGAGGAAGAACCAGTACGTCAGTAACGGGCTGCG 

CGACTTTGCGGAGCGCGGCGAGGCCTGGGCGCTGATGAAGGAGATCGAGGCGGCGGGGGAGG 

CGCTGCAGAGCGTGCACGAGGTGTTTTCGGCGCCCGCCGTCCCCAGCGGCACCGGGCAGACG 

TCGGCGGAGCTGGAGGTGCAGCGCAGGCACTCGCTGGTCTCGTTTGTGGTGCGCATCGTGCC 

CAGCCCCGACTGGTTCGTGGGCGTGGACAGCCTGGACCTGTGCGACGGGGACCGTTGGCGGG 

AACAGGCGGCGCTGGACCTGTACCCCTACGACGCCGGGACGGACAGCGGCTTCACCTTCTCC 

TCCCCCAACTTCGCCACCATCCCGCAGGACACGGTGACCGAGATAACGTCCTCCTCTCCCAG 

CCACCCGGCCAACTCCTTCTACTACCCGCGGCTGAAGGCCCTGCCTCCCATCGCCAGGGTGA 

CACTGCTGCGGCTGCGACAGAGCCCCAGGGCCTTCATCCCTCCCGCCCCAGTCCTGCCCAGC 

AGGGACAATGAGATTGTAGACAGCGCCTCAGTTCCAGAAACGCCGCTGGACTGCGAGGTCTC 

CCTGTGGTCGTCCTGGGGACTGTGCGGAGGCCACTGTGGGAGGCTCGGGACCAAGAGCAGGA 

CTCGCTACGTCCGGGTCCAGCCCGCCAACAACGGGAGCCCCTGCCCCGAGCTCGAAGAAGAG 

GCTGAGTGCGTCCCTGATAACTGCGTCTAAGACCAGAGCCCCGCAGCCCCTGGGGCCCCCCG 

GAGCCATGGGGTGTCGGGGGCTCCTGTGCAGGCTCATGCTGCAGGCGGCCGAGGGCACAGGG 

GGTTTCGCGCTGCTCCTGACCGCGGTGAGGCCGCGCCGACCATCTCTGCACTGAAGGGCCCT 

CTGGTGGCCGGCACGGGCATTGGGAAACAGCCTCCTCCTTTCCCAACCTTGCTTCTTAGGGG 

CCCCCGTGTCCCGTCTGCTCTCAGCCTCCTCCTCCTGCAGGATAAAGTCATCCCCAAGGCTC 

CAGCTACTCTAAATTATGTCTCCTTATAAGTTATTGCTGCTCCAGGAGATTGTCCTTCATCG 

TCCAGGGGCCTGGCTCCCACGTGGTTGCAGATACCTCAGACCTGGTGCTCTAGGCTGTGCTG 

AGCCCACTCTCCCGAGGGCGCATCCAAGCGGGGGCCACTTGAGAAGTGAATAAATGGGGCGG 

TTTCGGAAGCGTCAGTGTTTCCATGTTATGGATCTCTCTGCGTTTGAATAAAGACTATCTCT 

GTTGCTCACAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 




WO 00/53756 



PCT/USOO/04341 



FIGURE 87 

></usr/seqdb2/sst/DNA/Dnaseqs .min/ss . DNA53971 
xsubunit 1 of' 1, 331 aa, 1 stop 
XMW: 35844, pi: 5.45, NX(S/T): 2 

MEN PS PAAALGKALCALLLATLGAAGQPLGGES ICSARAPAKYS I TFTGKWSQTAFPKQY PL 

FRPPAQWSSLLGAAHSSDYSMWRKNQYVSNGLRDFAERGEAWALMKEIEAAGEALQSVHEVF 

SAPAVPSGTGQTSAELEVQRRHSLVSFVVRIVPSPDWFVGVDSLDLCDGDRWREQAALDLYP 

YDAGTDSGFTFSSPNFATIPQDTVTEITSSSPSHPANSFYYPRLKALPPIARVTLLRLRQSP 

RAFI PPAPVLPSRDNEIVDSASVPETPLDCEVSLWS'SWGLCGGHCGRLGTKSRTRYVRVQPA 
NNGSPCPELEEEAECVPDNCV 

Important features : 
Signal peptide : 

amino acids 1-26 



8NSDOCID; <WO 00S375aA2J_> 



WO 00/53756 



PCT/US00/04341 



GGCGGCGTCCGTGAGGGGCTCCTTTGGGCAGGGGTAGTGTTTGGTGTCCCTGTCTTGCGTGA 

TATTGACAAACTGAAGCTTTCCTGCACCACTGGACTTAAGGAAGAGTGTACTCGTAGGCGGA 

CAGCTTTAGTGGCCGGCCGGCCGCTCTCATCCCCCGTAAGGAGCAGAGTCCTTTGTACTGAC 

CAAGATGAGCAACATCTACATCCAGGAGCCTCCCACGAATGGGAAGGTTTTATTGAAAACTA 

CAGCTGGAGATATTGACATAGAGTTGTGGTGCAAAGAAGCTCGTAAAGCTTGCAGAAATTTT 

ATCCAACTTTGTTTGGAAGCTTATTATGACAATACCATTTTTCATAGAGTTGTGCCTGGTTT 

CATAGTCCAAGGCGGAGATCCTACTGGCACAGGGAGTGGTGGAGAGTCTATCTATGGAGCGC 

CATTCAAAGATGAATTTCATTCACGGTTGCGTTTTA^TCGGAGAGGACTGGTTGCCATGGCA 

AATGCTGGTTCTCATGATAATGGCAGCCAGTTTTTCTTCACACTGGGTCGAGCAGATGAACT 

TAACAATAAGCATACCATCTTTGGAAAGGTTACAGGGGATACAGTATATAACATGtTGCGAC 

TGTCAGAAGTAGACATTGATGATGACGAAAGACCACATAATCCACACAAAATAAAAAGCTGT 

GAGGTTTTGTTTAATCCTTTTGATGACATCATTCCAAGGGAAATTAAAAGGCTGAAAAAAGA 

GAAACCAGAGGAGGAAGTAAAGAAATTGAAACCCAAAGGCACAAAAAATTTTAGTTTACTTT 

CATTTGGAGAGGAAGCTGAGGAAGAAGAGGAGGAAGTAAATCGAGTTAGTCAGAGCATGAAG 

GGCAAAAGCAAAAGTAGTCATGACTTGCTTAAGGATGATCCACATCTCAGTTCTGTTCCAGT 

TGTAGAAAGTGAAAAAGGTGATGCACCAGATTTAGTTGATGATGGAGAAGATGAAAGTGCAG 

AGCATGATGAATATATTGATGGTGATGAAAAGAACCTGATGAGAGAAAGAATTGCCAAAAAA 

TTAAAAAAGGACACAAGTGCGAAT.GTTAAATCAGCTGGAGAAGGAGAAGTGGAGAAGAAATC 

AGTCAGCCGCAGT.GAAGAGCTCAGAAAAGAAGCAAGACAATTAAAAGGGGAACTCTTAGCAG 

CAAAACAAAAAAAAGTAGAAAATGCAGCAAAACAAGCAGAAAAAAGAAGTGAAGAGGAAGAA 

GCCCCTCCAGATGGTGCTGTTGCCGAATACAGAAGAGAAAAGCAAAAGTATGAAGCTTTGAG 

GAAGCAACAGTCAAAGAAGGGAACT.TCCCGGGAAGAT.CAGACCCTTGCACTGCTGAACCAGT 

TTAAATCTAAACTCACTCAAGCAATTGCTGAAACACCTGAAAATGACATTCCTGAAACAGAA 

GTAGAAGATGATGAAGGATGGATGTCACATGTACTTCAGTTTGAGGATAAAAGCAGAAAAGT 

GAAAGATGCAAGCATGCAAGACTCAGATACATTTGAAATCTATGATCCTCGGAATCCAGTGA 

ATAAAAGAAGGAGGGAAGAAAGCAAAAAGCTGATGAGAGAGAAAAAAGAAAGAAGATAAAAT 

GAGAATAATGATAACCAGAACTTGCTGGAAATGTGCCTACAATGGCCTTGTAACAGCCATTG 

TTCCCAACAGCATCACTTAGGGGTGTGAAAAGAAGTATTTTTGAACCTGTTGTCTGGTTTTG 

AAAAACAATTATCTTGTTTTGCAAATTGTGGAATGATGTAAGCAAATGCTTTTGGTTACTGG 

TACATGTGTTTTTTCCTAGCTGACCTTTTATATTGCTAAATCTGAAATAAAATAACTTTCCT 

TC C AC AAAAAAAAAAAAAAAAAAAAAAAAAAAAA 




BNSDOCID: <WO_OOS3756A2_I_> 



WO 00/53756 



PCT/US00/0434I 



FIGURF. ftQ 

></usr/seqdb2/sst/DNA"/Dnaseqs.min/ss. DNA50919 
xsubunit 1 of' 1, 472 aa, 1 stop 
><MW: 53847, pi: 5.7.5, NX(S/T): 2 

MSNI YIQEPPTNGKVLLKTTAGDI DIELWSKEAPKACRNFIQLCLEAYYDNTI FHRVVPGFI 
VQGGDPTGTGSGGESI YGAPFKDEFHSRLRFNRRGLVAMANAGSHDNGSQFFFTLGRADELN 
NKHTIFGKVTGDTVYNMLRLSEVDIDDDERPHNPHKIKSCEVLFNPFDDI I PREIKRLKKEK 
PEEEVKKLKPKGTKNFSLLSFGEEAEEEEEEVNRVSQSMKGKSKSSHDLLKDDPHLSSVPVV 
ESEKGDAPDLVDDGEDESAEHDEYIDGDEKNLMRERIAKKLKKDTSANVKSAGEGEVEKKSV 
SRSEELRKEARQLKRELLAAKQKKVENAAKQAEKRSEEEEAPPDGAVAEYRREKQKYEALRK 

QQSKKGTSREDQTLALLNQFKSKLTQAIAETPENDIPETEVEDDEGWMSHVLQFEDKSRKVK 
DASMQDSDTFEI YDPRNPVNKRRREESKKLMREKKERR 

Important features : 
Signal peptide: 

amino acids 1-21 

N-glycosylation sites . 

amino acids 109-112 and 201-204 

Cyclophilin-type peptidyl-prolyl cis-trans xsomerase signature. 

amino acids 49-66 

Homologous region to Cyclophilin-type peptidyl-prolyl cis-trans 
xsomerase 

amino acids 96-140, 49-89 and 22-51 



BNSDOCID: <WO 0053756A2_I_> 



WO 00/53756 



PCT/USOO/04341 



CGCCGCCGTTGGGGCTGGAAGTTCCCGCCAGGTCCGTGCCGGGCGAGAGAGATGCTGCCCGG 
CCCGCCTCGGCTTTGAGGCGAGAGAAGTGTCCCAGACCCATTTCGCCTTGCTGACGGCGTCG 
AGCCCTGGCCAGACATGTCCACAGGGTTCTCCTTCGGGTCCGGGACTCTGGGCTCCACCACC 
rJSS CCGCCGGCGGGACCAGCACAGGCGGCGTTTT CTCCTTCGGAACGGGAACGTCTAGCAA 

G S"r^ GTGGGGCTCAATTTTGGAAATCT - TGG ^ G 

CTCCTTCAAGTGGTTTTGGAACCGGGCTCTTTGGATCTAAACCTGCCACTGGGTTCACTCT^ 
GG 5 GGAACAAATACAGGTGCCTTGeACA CCAAGAGGCCTCAAGTGGfCA^ 

CCTGCAAGGAAAAGAGATGCATGTGGGGAAGACACCCATCCAAGTCTTTTTAGGAGTCCCCT 
TCTCCAGACCTCCTCTAGGTATCCTCAGGTTTGCACCTCCAGAACCCCCGGAGCCCTGGAAA 
GGAATGAGAGATGCTACCACCTACCCGCCTGGATGGAGTCTCGCTCTGTCGCCAGGC?GG^G 

TGCAGTCGGACGATCTCGGCTCACTGC 

J^ AG S CTCTGAGTGTCTGGGGCTACAGGTGCCTGCAGGAGT CCTGGGGCCAGCTG^ 

ATGTACGTCAGCACGCGGGAACGGTACAAGTGGCTGCGCTTCAGCGAGGACTGTCTGTACCT 

GA ^? G J5 TACGCGCCGGCGCGCGCGCG CGGGGATCCCCAGCTGCCAGTGATGGTCTGGTTCC 

CGGGAGGCGCCTTCATCGTGGGCGCTGCTTCTTCGTACGAGGGCTCTGACTTGGCCGCCCGC 

GAGAAAGTGGTGCTGGTGTTTCTGCAGCACAGGCTCGGCATCTTCGGCTTCCTGAGCACGGA 

CGACAGCCACGCGCGCGGGAACTGGGGGCTGCTGGACCAGATGGCGGCTCTGCGCTGGGTGC 

AGGAGAACATCGCAGCCTTCGGGGGAGACCCAGGAAATGTGACCCTGTTCGGCCAGTCGGCG 

GGGGCCATGAGCATCTCAGGACTGATGATGTCACCCCTAGCCTCGGGTCTCTTCCATCGGGC 

g ; aagaa S gttgcccacctggctggatg caaccacaacagcacacagatcctggtaaactgc 

CTGAGGGCACTATCAGGGACCAAGGTGATGCGTGTGTCCAACAAGATGAGATTCCTCCAACT 

S a ^ g ^ gcagagagacccggaaga gattatctggtccatgagccctgtggtggatggtgtgg 

TGATCCCAGATGACCCTTTGGTGCTCCTGACCCAGGGGAAGGTTTCATCTGTGCCCTACCTT 

Jr A ?^S^ A ^ CAACCTGGAATTCAATTGGCTCTTGCCTTATAATATCA ^ 

AGGA S^ G J GGTGGAGGAGTACG TGGACAATGTCAATGAGCATGACTGGAAGATGCTACGAA 

5 C SS^ GATGGACATAGTTCAAGATGCCACTTTCGTGTATGC CACACTGCAGACTGC 

TACCACCGAGAAACCCCAATGATGGGAATCTGCCCTGCTGGCCACGCTACAACAAGGATGAA 

AAGTACCTGCAGCTGGATTTTACCACAAGAGTGGGCATGAAGCTCAAGGAGAAGAAGATGGC 

TTTTTGGATGAGTCTGTACCAGTCTCAAAGACCTGAGAAGCAGAGGCAATTCTAAGGGTGGC 

TATGCAGGAAGGAGCCAAAGAGGGGTTTGCCCCCACCATCCAGGCCCTGGGGAGACTAGCCA 

TGGACATACCTGGGGACAAGAGTTCTACCCACCCCAGTTTAGAACTGCAGGAGCTCCCTGCT 

GCCTCCAGGCCAAAGCTAGAGCTTTTGCCTGTTGTGTGGGACCTGCACTGCCCTTTCCAGCC 

^ ACA r CCCATGATGCCCCTCTAC TTCACTGTTGACATCCAGTTAGGCCAGGCCCTGTCAAC 

ACCACACTGTGCTCAGCTCTCCAGCCTCAGGACAACCTCTTTTTTTCCCTTCTTCAAATCCT 

GGGAG S G J TCAATGTCTCCTTGTG ACTCCTTCTTATGGGAGGTCGACCCAGACTGCCACTGC 

CCCTGTCACTGCACCCAGCTTGGCATTTACCATCCATCCTGCTCAACCTTGTTCCTGTCTGT 

^ AGATTGGCCTGGAGGCCTAGG GCAGGTTGTGACATGGAGCAAACTTTTGGTAGTTTGGGA 

I G ^ G ^ GTCCCACCCACACTTATCT CCCCCAGGGCCACTCCAAAGTCTATACACAGGGGTGG 

TCTCTTCAATAAAGAAGTGTTGATTAGAAAAAAAAAAA 



BNSDOaQ. <WO 00S3756A2 t 
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</usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA4 417 9 
<subunit 1 of 1, 545 aa, 1 stop 
<MW: 58934, pi: 9.45, NX(S/T): 4 

MSTGFSFGSGTLGSTTVAAGGTSTGGVFSFGTGTSSNPSVGLNFGNLGSTSTPATTSAPSSG 
FGTGLFGSKPATGFTLGGTNTGALHTKRPQVVTKYGTLQGKQMHVGKTPIQVFLGVP-FSRPP 
LGILRFAPPEPPEPWKGIRDATTYP PGWSLALSPGWS AVARS RLTATSASRVQASLLPQPLS 
VWGYRCLQESWGQLASMYVSTRERYKWLRFSEDCLYLNVYAPARAPGDPQLPVMVWFPGGAF 
IVGAASSYEGSDLAAREKVVLVFLQHRLGIFGFLSTDDSHARGNWGLLDQMAALRWVQENIA 
AFGGDPGNVTLFGQSAGAMSISGLMMSPLASGLFHRAISQSGTALFRLFITSNPLKVAKKVA 
HLAGCNHNSTQILVNCLRALSGTKVMRVSNKMRFLQLNFQRDPEEIIWSMSPVVDGVVIPDD 
PLVLLTQGKVSSVPYLLGVNNLEFNWLLPYNITKEQVPLVVEEYLDNVNEHDWKMLRNRMMD 
IVQDATFVYATLQTAHYHRETPMMGICPAGHATTRMKSTCSWILPQEWA 



Important features : 



Signal peptide: 

amino acids 1-29 



Carboxylesterases type-B serine active site . 

amino acids 312-327 



Carboxylesterases type-B signature 2. 

amino acids 218-228 



N-glycosylation sites . 

amino acids 318-321, 380-383 and 465-468 




BNSDOCID: <WO 0053756A2 J _> 
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GAGAACAGGCCTGTCTCAGGCAGGCCCTGCGCCTCCTATGCGGAGATGCTACTGCCACTGCT 
GCTGTCCTCGCTGCTGGGCGGGTCCCAGGCTATGGATGGGAGATTCTGGATArrAPTrr arr 
ACTCAGTGATGGTGCCGGAGGGCCTGTGCATCTCT^ 

CAAGACTGGACAGGGTCTACCCCAGCTTATGGCTACTGGTTCAAAGCAGTGACTGAGACAAC 
CAAGGGTGCTCCTGTGGCCACAAACGACCAGAGTCGAGAGGTGGAAATGAGC^ACCCGGGG^C 
GATTCCAGCTCACTGGGGATCCCGCCAAGGGGAACTGCTCCTTG^ 

atgcaggatgagtcacagtacttctttcgggtggagagaggaIgctatg?ga^ 

CATGAACGATGGGTTCTTTCTAAAAGTAACAGTGCTCAGCTTCACGCCCAGACCCCAG^ACC 
■GTCCGAeTCCGTGTGGCCTATGCCCCGAGAGACC-TTGTO^^ 

^^^GCCCTGGAGGCCCAGCCGCAGGGAAATGTGCCATACGTGGAAGCCCAAAAAGGC^ArT 
TCCTGCGGCTCCTCTGTGC^ 

AAeAGAGTCCTeTGCTCGTCCCATCCCTGGGGCCCTAGACCCCTGGGG^ 
?S^2 GCTGGGGATTCAGGGCGCTACACCTGCCGAG CGGAGAACAGG^ 

AGCGAGCCCTGGACCTCTCTGTGCAGTATCCTCCAGAGAACCTGAGAGTGATGGTTTCCCA^ 

GCAAACAGGACAGTCCTGGAAAACCTTGGGAACGGCACGTCTCTCCCAGTACTG 

AAGCCTGTGCCTGGTCTGTGTCACACACAGCAGCCCCCCAGCCAGGCTGAGCrc 

GGGGACAGGTTCTGAGCCCCTCCCAGCCCTCAGACCCCGGGGTCCTGGAGCTGCCTCG^ 

CAAGTGGAGCACGAAGGAGAGTTCACCTGCCACGCTCGGCACCCACTGGGCTCCC^ 

^^S^ AGCCTCTCCGTGCACTATAAG ^ GGGACTC ^TCTCAACGGCAT^ 

CGTTTCTGGGAATCGGCATCACGGCTCTTCTTTTCCTCTGCCTGGCCCTGATCATCATGAAG 

ATTCTACCGAAGAGACGGACTCAGACAGAAACCCCGAGGCCCAGGTTCTCCCGGCACAG 

GATCCTGGATTACATCAATGTGGTCCCGACGGCTGGCCCCCTGGC?CAGA^GC^ 

^ CC ^ CACCAAACAGTCCTCGGACCCCTCCTCCACCA GGTGCTCCCTCCcS^ 

AAGAACCAGAAAAAGCAGTATCAGTTGCCCAGTTTCCCAGAACCCAAATCATCCACTC^ 

CCCAGAATCCCAGGAGAGCCAAGAGGAGCTCCATTATGCCACGCTCAACTTCCCAGGCGTCA 

GAC S GAGGCCTGAGGCCCGGATGCCCAAGGGCACCCAGGCGGA TTA^ 

r AA ^ G Tl C J C ; TAGGCTTTAGGACTGGGACTTCGGCTAGGGAGG ^ 
GTTGAAGATAACAGAGTGCAAAGTTTCCTTCTCTCCCTCTCTCTCTCTCTTTCTCTCTCTrT 

S C ^H^^ TCTCTTTTAAAAAAACATCTGGCCAGGGC ^ 

CCAGCACTTTGGGAGGTTGAGGTGGGCAGATCGCCTGAGGTCGGGAGTTCGAGACCAGCCTG 

GGGAAG ^ GGTGAAACCCCGTCTCT ACTAAAAATACAAAAATTAGCTGGGCATGGTGGCAGG 

C SS^ GTAATCCTACCTACTTGGGAAGCTGAG GCAGGAGAATCACTTGAACCTGGGAGACGG 

AGGTTGCAGTGAGCCAAGATCACACCATTGCACGCCAGCCTGGGCAACAAAGCGAGACTC^ 

TCTCAAAAAAAAAATCCTCCAAATGGGTTGGGTGTCTGTAATCCCAGCACTTTGGGAGGCTA 

A S^SS GTGGATTGCTTGAGCCCAGGAGTTCGAGACCAGG CTGGGCAAC^^ 

ATCTCTACAAAAAATACAAAACATAGCTGGGCTTGGTGGTGTGTGCCTGTAGTCCCAGCTGT 
S AGA E A J TTAAACCAGAGCAACTCCAT CTGGAATAGGAGCTGAATAAAATGAGGCTGAGACC 
^ AC J G GGCTGCATTCTCAG ACAGTGGAGGCATTCTAAGTCACAGGATGAGACAGGAGGTCCG 
I AGAAG ™? AGG J CATAA ^^ 

ATCCCACCAAAACCAAGTTGGCCACGAGAGTGACCTCTGGTCGTCCTCACTGCTACACTCCT 
GACAGCACCATGACAGTTTACAAATG CCATGGCAACATCAGGAAGTTACCCGATATGTCCCA 

AAA ??? GGAGGAATGAATAATCCACCCCTTGTTTAGCAAATAAGCAAGA ^ 

GTGGGCAACCAGCAGCTCTAGGCGCTGCTCTTGTCTATGGAGTAGCCATTCTTTTGTTCCTT 

TACTTTCTTAATAAACTTGCTTTCACCTTAAAAAAA 
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FIGURE 93 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA54 002 
xsubunit 1 of 1, 544 aa, 1 stop 
XMW: 60268, pi: 9.53,' NX(S/T): 3 

MLLPLLLSSLLGGSQAMDGRFWIRVQESVMVPEGLCISVPCSFSYPRQDWTGSTPAYGYWFK 
AVTETTKGAPVATNHQSREVEMSTRGRFQLTGDPAKGNCSLVIRDAQMQDESQYFFRVERGS 
YVTYNFMNDGFFLKVTVLSFTPRPQDHNTDLTCHVDFSRKGVSAQRTVRLRVAYAPRDLVIS 
ISRDNTPALEPQPQGNVPYLEAQKGQFLRLLCAADSQPPATLSWVLQNRVLSSSHPWGPRPL 
GLELPGVKAGDSGRYTCRAENRLGSQQRALDLSVQYPPENLRVMVSQANRTVLENLGNGTSL 
PVLEGQSLCLVCVTHSSPPARLSWTQRGQVLSPSQPSDPGVLELPRVQVEHEGEFTCHARHP 
LGSQHVSLSLSVHYKKGLISTAFSNGAFLGIGITALLFLCLALI IMKILPKRRTQTETPRPR 
FSRHSTILDYINVVPTAGPLAQKRNQKATPNSPRTPPPPGAPSPESKKNQKKQYQLPSFPEP 
KSSTQAPESQESQEELHYATLNFPGVRPRPEARMPKGTQADYAEVKFQ 

Important features : 
Signal peptide: 

amino acids 1-15 

Transmembrane domain : 

amino acids 399-418 

N-glycosylation site. 

amino acids 100-103, 297-300 and 306-309 

Immunoglobulins and major histocompatibility complex proteins 
signature . 

amino acids 365-371 



191 1& 



BNSDOCID: <WO 0053756A2J_> 



WO 00/53756 



PCT/USOO/04341 



TGAAGAGTAATAGTTGGAATCAAAAGAGTCAACGCAATGAACTGTTATTTACTGCTGCGTTT 
TATGTTGGGAATTCCTCTCCTATGGCCTTGTCTTGGA^CAACAGAAAACTCTCAAACAAAGA 

GTTTGTCATCAAAGTTTCGGATATCAATGACAATGAACCAAAATTCCTAGATGAACCTTATG 

AGGCCATTGTACCAGAGATGTCTCCAGAAGGAACATTAG^CCAGG?! 

GCTGACGATCCCTCAAGTGGTAATAATGCTCGTCT'CCTCTACAGCTTACTTC^AAGGCCAGCC 

atatttttctgtt^ccmcmcaggagtcatmgmtatcttctSS^ 

TG CAAGATGAGTATTGGGTAATCATTCAAGCCAAGGi^AT^ 

tctggaacaacaagtgtattaattaaactttcagatg™ 

AGAAAGTTTATACCGCTTGACTGTCTCTGAATCTGCACCCACTGGGACTTCTATAGG^AACAA 

tcatggcatatgataatgacataggagagaatgcagaaatggat?acagcatt^ 

GATTCGCAAACATTTGACATTATTACTAATCATGAAACTCAAGAAGGAATAGT^ 

AAAGAAAGTGGATTTTGAGCACCAGAACCACTACGGTATTAGAGCAAAAGTTAAA^CCA^C 

ATGTTCCTGAGCAGCTCATGAAGTACCACACTGAGGCTTCCACC^ACTTTCATTA^GATCCAG 

GTGGAAGATGTTGATGAGCCTCCTCTTTTCCTCCTTCCATATTATGTATTTGA^GTTTTTGA 

AGAAACCCCACAGGGATC'ATTTGTAGGCGTGGTGTCTGCCACAGACCCAGACA^TAGGAA 
CTCCTATCAGGTATTCTATTACTM^ 

ACTACAAGTAACTCACTGGATCGTGAAATCAGTGCTTGGTACAACCTAAGTATTACAGCCAC 
AGAAAAATACAATATAGAACAGATCOT^ 

ATGATCATGCTCCTGAGTTCTCTCAATACTATGAGACTTATGTTTGTGAAAATGCAGGC?S 

SS^S GGT ^ TTCAGACTATCAGTGCAGTGGATAGAG ATGAATCCATAGAAG^^^^ 

TTACT TTAATC TAT CT GTAGAAGAC ACTAACAAT T CAAGTTTT ACAATC AT AGAT AATCAAC 

t^^?; tgtcattttgactaatagaactggttttaa ^ 

TACATCTCCATCTTAATTGCCGACAATGGAATCCCGTCACTTACAAGTACAAACACCCTTAC 
CATCCATGTCTGTGACTGTGGTGACAGTGGGAGCACACAGACCTGCCAGTA^AGG^ 
TGCTTTCCATGGGATTCAAGACAGAAGTTATCATTGGTATTCTCATTT^GCATT^ATGATCATA 
TTTGGGTTTATTTTTTTGACTTTGGGTTTAAAACAACGGAGAAAACAGATT??^^ 

ST^rI^^r CAGAGAGAATATATTCCAATATGATGAT ^ 

ATACAGAGGCCTTTGATATAGCAGAGCTGAGGAGTAGTACCATAATGCGGGAACGCAAGACT 

cggaaaaccacaagcgctgagatcaggagcctatacaggcagtctt^^ 

CAGTGCCATATTCAGGAAATTCATTCTGGAAAAGCTCGAA'GAAGCTAATACTGATCCGTGTr 

cccctccttttgattccctccagacctacgcttttgagg 

ctgagctccttagaatcagcagtctctgatcaggatgaaagctatgattaccttaI?^ 

™ A S CTCGCTTTAAAAGATTAGCATGCATGTTTGGT TCTGCAGTGCA^ 

gctttttaccatcaaaatttttaaaagtgctaatgtgtattcgaacccaatggtagtct^ 

AGAGTTTTGTGCCCTGGCTCTATGGCGGGGAAAGCCCTAGTCTATGGAGTTTTCTGATTTCC 
r?r? A ^^ A ? TCCATGGTTATTTTAAGCTACCTACATGCTGTCAT TGA^ 
GGGAGAAATGTAAACAATCAGCTCACAGGCATCAATACAACCAGATTTGAAGTAAAATAATG 
TAGGAAGATATTAAAAGTAGATGAGAGGACACAAGATGTAGTCGATCCTTATGCGATTATAT 
CAT TAT TTACT TAG G AAAG AG TAAAAAT AC C AAAC GAG AAAAT T TAAAG GAG C AAAAAT T T G 

CAAGTCAAATAGAAATGTACAAATCGAGATAACATTTACATTTCTATCATATTGACATGAAA 
ATTGAAAATGTATAGTCAGAGAAATTTTCATGAATTATTCCATGAAGTATTGTTTCCTTT^T 

J. J. *\nJ\ 
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FIGURE 95 



X/usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA53906 
xsubunit 1 of 1, 772 aa, 1 stop 
><MW: 87002, pi: 4.6.4, NX(S/T): 8 

MNCYLLLRFMLGI PLLWPCLGATENSQTKKVKQPVRSHLRVKRGWVWNQFFVPEEMNTTSHhi 

IGQLRSDLDNGNNSFQYKLLGAGAGSTFI IDERTGDI YAIQKLDREERSLYILRAQVIDIAT 

GRAVE PESEFVIKVSDINDNEPKFLDEPYEAIVPEMSPEGTLVIQVTASDADDPSSGNNARL 

LYSLLQGQPYFSVEPTTGVIRISSKMDRELQDEYWVI IQAKDMIGQPGALSGTTSVLIKLSD 

VNDNKPI FKESLYRLTVSESAPTGTSIGTIMAYDNDIGENAEMDYS IEEDDSQTFDI ITNHE 

TQEGIVILKKKVDFEHQNHYGIRAKVKNHHVPEQLMKYHTEASTTFIKIQVEDVDEPPLFLL 

PYYVFEVFEETPQGSFVGVVSATDPDNRKSPIRYSITRSKVFNINDNGTITTSNSLDREISA 

WYNLSITATEKYNIEQISS IPLYVQVLNINDHAPEFSQYYETYVCENAGSGQVIQTISAVDR 

DESIEEHHFYFNLSVEDTNNSSFTI IDNQDNTAVILTNRTGFNLQEEPVFYISILIADNGI P 

SLTSTNTLTIHVCDCGDSGSTQTCQYQELVLSMGFKTEVIIAILICIMI I FGFI FLTLGLKQ 

RRKQILFPEKSEDFRENI FQYDDEGGGEEDTEAFDIAELRSSTIMRERKTRKTTSAEIRSLY 

RQSLQVGPDSAIFRKFILEKLEEANTDPCAPPFDSLQTYAFEGTGSLAGSLSSLESAVSDQD 
ESYDYLNELGPRFKRLACMFGSAVQSNN 

Important features: 
Signal peptide: 

amino acids 1-21 

Transmembrane domain : 

amino acids 597-617 

N-glycosylation sites . 

amino acids 57-60, 74-77, 419-423, 437-440, 508-511, 515-518, 
516-519 and 534-537 

Cadherins extracellular repeated domain signature. 

amino acids 136-146 and 244-254 
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FIGURE 

ATTTCAAGGCCAGCCATATTTTTNTGTTGAACCAACAACAGGAGTCATAAGAATATTTTNTA 

AAATGGATAGAGAACTGCAAGATGAGTATTGGGTAATCATTCAAGCCAAGGACATGATTGGT 

CAGCCAGGAGCGTTGTNTGGAACAACAAGTGTATTAATTAAACTTTCAGATGTTAATGACAA 

TAAGCCTATATTTAAAGAAAGTTTATACCGCTTGACTGTNTNTGAATCTGCACCCACTGGGA 

NTTNTATAGGAACAATCATGGCATATGATAATGACATAGGAGAGAATGCAGAAATGGATTAC 
AGCATTGAAGAGGATGATTCGCAAACATTTGACATTATT " 
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FIGURE Q-7 

GCAACCTCAGCTTCTAGTATCCAGACTCCAGCGCCGCCCCGGGCGCGGACCCCAACCCCGAC 
^^^IJ^5S?^ GGCGGCGCAGCGAGCAG GGCTCCCCGCCTTAACTTCCTCCGCGGGG 
CCCAGCCACCTTCGGGAGTCCGGGTTGCCCACCTGCAAACTCTCCGCCTTCTGCACCTGCCA 
CCCCTGAGCCAGCGCGGGCCCCCGAGCGAGTCATGGCCAACGCGGGGCTGCAGCTGTTGGGC 
TTCATTCTCGCCTTCCTGGGATGGATCGGCGCCATCGTCAGCACTGCCCTGCCCCAGTGGAG 

TGTCCTGCGTGTCGCAGAGCACCGGGCAGATCCAGTGCAAAGTCTTTGACTCCTTGCTGAAT 
CTGAGCAGCACATTGCAAGCAACCCGTGCCTTGATGGTGGTTGGCATCCTCCTGGGAGTGAT 
AGGAAT 2H^ TGGCCACCGTTGGCATGAAGTGTATG ^ GTG CTTGGAAGACGATGAGGTGC 
AGAAGATGAGGATGGCTGTCATTGGGGGTGCGATATTTCTTCTTGCAGGTCTGGCTATTTTA 
GTTGCCACAGCATGGTATGGCAATAGAATCGTTCAAGAATTCTATGACCCTATGACCCCAGT 
CAATGCCAGGTACGAATTTGGTCAGGCTCTCTTCACTGGCTGGGCTG^CTGCTTCTCTCTGCC 
TTCTGGGAGGTGCCCTACTTTGCTGTTCCTGTCCCCGAAAAACAACCTCTTACCCAACACCA 
AGGCCCTATCCAAAACCTGCACCTTCCAGCGGGAAAGACTACGTGTGACACAGAGGCAAAAG 
GAGAAAATCATGTTGAAACAAACCGAAAATGGACATTGAGATACTATCATTAACATTAGGAC 

ACCCATGTGTTAAAATACTCAGTGCTAAACATGGCTTAATCTTATTTTATCTTCTTTCCTrA 

ATATAGGAGGGAAGATTTTTCCATTTGTATTACTGCTTCCCATTGAGTAATCATACTCAAAT 

GGGGGAAGGGGTGCTCCTTAAATATATATAGATATGTATATATACATGTTTTTCTATTAAAA 

ATAGACAGTAAAATACTATTCTCATTATGTTGATACTAGCATACTTAAAATATCTCTAAAAT 

AGGTAAATGTATTTAATTCCATATTGATGAAGATGTTTATTGGTATATTTTCTTTTTCGTCC 

TTATATACATATGTAACAGTCAAATATCATTTACTCTTCTTCATTAGCTTTGGGTGCCTTTG 

CCACAAGACCTAGCCTAATTTACCAAGGATGAATTCTTTCAATTCTTCATGCGTGCCCTTTT 

CATATACTTATTTTATTTTTTACCATAATCTTATAGCACTTGCATCGTTATTAAGCCCTTAT 

TTGTTTTGTGTTTCATTGGTCTCTATCTCCTGAATCTAACACATTTCATAGCCTACATTTTA 

GTTTCTAAAGCCAAGAAGAATTTATTACAAATCAGAACTTTGGAGGCAAATCTTTCTGCATG 

ACCAAAGTGATAAATTCCTGTTGACCTTCCCACACAATCCCTGTACTCTGACCCATAGCACT 

CTTGTTTGCTTTGAAAATATTTGTCCAATTGAGTAGCTGCATGCTGTTCCCCCAGGTGTTGT 

AACACAACTTTATTGATTGAATTTTTAAGCTACTTATTCATAGTTTTATATCCCCCTAAACT 

ACCTTTTTGTTCCCCATTCCTTAATTGTATTGTTTTCCCAAGTGTAATTATCATGCGTTTTA 

TATCTTCCTAATAAGGTGTGGTCTGTTTGTCTGAACAAAGTGCTAGACTTTCTGGAGTGATA 

ATCTGGTGACAAATATTCTCTCTGTAGCTGTAAGCAAGTCACTTAATCTTTCTACCTCTTTT 

TTCTATCTGCCAAATTGAGATAATGATACTTAACCAGTTAGAAGAGGTAGTGTGAATATTAA 

TTAGTTTATATTACTCTTATTCTTTGAACATGAACTATGCCTATGTAGTGTCTTTATTTGCT 

CAGCTGGCTGAGACACTGAAGAAGTCACTGAACAAAACCTACACACGTACCTTCATGTGATT 

CACTGCCTTCCTCTCTCTACCAGTCTATTTCCACTGAACAAAACCTACACACATACCTTCAT 

GTGGTTCAGTGCCTTCCTCTCTCTACCAGTCTATTTCCACTGAACAAAACCTACGCACATAC 

CTTCATGTGGCTCAGTGCCTTCCTCTCTCTACCAGTCTATTTCCATTCTTTCAGCTGTGTCT 

GACATGTTTGTGCTCTGTTCCATTTTAACAACTGCTCTTACTTTTCCAGTCTGTACAGAATG 

CTATTTCACTTGAGCAAGATGATGTAATGGAAAGGGTGTTGGCACTGGTGTCTGGAGACCTG 

GATTTGAGTCTTGGTGCTATCAATCACCGTCTGTGTTTGAGCAAGGCATTTGGCTGCTGTAA 

GCTTATTGCTTCATCTGTAAGCGGTGGTTTGTAATTCCTGATCTTCCCACCTCACAGTGATG 

TTGTGGGGATCCAGTGAGATAGAATACATGTAAGTGTGGTTTTGTAATTTAAAAAGTGCTAT 

ACTAAGGGAAAGAATTGAGGAATTAACTGCATACGTTTTGGTGTTGCTTTTCAAATGTTTGA 

AAATAAAAAAAATGTTAAG 
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F IGURE 98 



x/usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA52185 
xsubunit 1 of 1, 211 aa/ 1 stop 
XMW: 22744, pi: 8.5.1, NX(S/T): 1 

MANAGLQLLGFILAFLGWIGAIVSTALPQWRIYSYAGDNIVTAQAMYEGLWMSCVSQSTGQI 

QCKVFDSLLNLSSTLQATRALMVyGILLGVIAIFVATVGMKCMKCLEDDEVQKMRMAVIGGA 

IFLLAGLAILVATAWYGNRIVQEFYDPMTPVNARYEFGQALFTGWAAASLCLLGGALL^ 
PRKTTSYPTPRPYPKPAPSSGKDYV 




Transmembrane domains : 



amino acids 82-102,.. 118-142 and.. 161-187 



N-glycosylation site. 

amino acids 72-75 _ ,1 



PMP-22 / EMP / MP20 family proteins 



amino acids 70- 111 - 



ABC-2 type transport system integral membrane protein 

amino acids 119^133 - ~ ' 




BNSDOCID: <WOj 0053756A2_I_> 



W ° 00/53756 - PCT/US00/0434. 

FIGURE QQ 

TTCTGGCCAAACCCGGGGCTNCAGCTGTTGGGCTTCATCTCGCCTTCCTGGGATGGATCGGC 

GCCATCNTCACACTGCCCTTCCCCAGTGGAGGATTTTACTCCCTATGCTGGCGACAACATCG 

TGACCGCCCAGCCCATGTACGAGGGGCTGTGGATGTCCNGCGTGTCGCAGAGCACCGGGCAG 

ATCCAGTGCAAAGTCTTTGACTCCTTGCTGAATCTGAGCAGCACATTGCAAGCAACCCGTGC 

CTTGATGGTGGTTGGCATCCTCCTGGGAGTGATAGCAATCTTTGTGGCCACCGTTGGCATGA 

AGTGTATGAAGTGCTTGGAAGACGATGAGGTGCAGAAGATGAGGATGGCTGTCATTGGGGGC 

GCGATATTTCTTCTTGCAGGTCTGGCTATTTTAGTTGCCACAGCATGGTATGGCAATAGAAN 

CNTTCAACANTTCTATGACCCTATGACCCCAGTCAATGCCAGGTACGAATTTGGTCA 

GGCTCTCTTCACTGGCTGGGCTGCTGCTTCTCTCTGCCTTCTGGGAGGTGCCCTACTTTGCT 
GTTCCTGTCCC 



0053756A2_L» 
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figure inn 

ACCCTTGACCCAACGCGGCCCCCCGACCGNTTCATGGCCAAACGCGGGNCTCCAGCTGTTGG 

GCTTCATTCTCCCCTTCCTGGGATGGACCGGCGCCCATCNTCAGCACTGCCCTGCCCCAGTG 
GAGGATTTACTCCTATNCCGGCNACAACATCGTGACCGCCCAGGCCNTGTACGAGGGGCTGT 
GGATGTCCTGCGTGTGGCAGAGCACGGGGCAGATCCAGTGCAAAGTCTTTGACTCCCTTGCT 
GAATCTGAGCAGGACATTGGAAGGAACCCGTGCCTTGATGGTGGTTGGCATCCTCCTGGGAG 
TGATAGCAATCT.TNNTGGGCACCGTTGTNNNTGAAGTGTATGAAGTGCTTGGAAGACGATGA 
GGTGCAGAAGATGAGGATGGCTGTC.ATTGGGGGCGCGATATTTCTTCTTGCAGGTCTGGCTA 
TTTTAGTTGCCACAGCATGGTATGGCAATAGAATCGTTCAAGAATTCTATGACCCTATGACCGA 
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FIGURE ini 

GGGCCCGACCATTATCCAACCGGGNTCACTGTTGGCTCATCTCCCTCCTGGATGAANCGCGC 
CATCNTCAGACTCCCTGCCCCATGGAGATTTNNCCTATGCTGGCGACAACATCNTGACCCCC 
AGCCATGTACGAGGGGCTTTGAACGTCNGCGTGTCGCAGANCACCGGGCAGATCCAGTGCAA 
AGTCTTTGAC.TCCTTGCTGAATCTGNGCAGCACATTGCAGCAACCCNTGCCCTGATGGTGGT 
TGGGATCCTCCTGGGAGTGATAGCAATCTTTGTGGCCACCGTTGGCATGAAGTGTATGAAGT 
GCTTGGAAGACGATGAGGTGCAGAAGATGAGGATGGCTGTCATTGGGGGCGCGATATTTCTT 
CTTGCAGGTCTGGCTATTTNNNGTTGCCACAGCATGGTATGGCAATAGAATCGTTCAAGAAT 
TCTATGACCCTATGACCCCAGTCAATGCCAGGTACGAATTTGGTCAGGCTCTCTTCACTGGC 
TGGGCTGCTGCTTCTCTCTGCCTTCTGGGAGGTGCCCTACTTTGCTGTTCCTGCGA 
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FIGURE 109 

ATTCTCCCCTCCTGGATGGATCGCNCCACCGTCACATTGCCTTCCCCCANTGGAGGATTNAC 

TCCTATGCTGGCGACAACATCGTGACCCCCCAGGCCATTTACCGAGGGGCTTTGGATGTCNT 

GCNTGTCGCAGAGCACCGGG.CAGATCCCAGTGCAAAGTCTTTGACTCCTTGCTGAATCTGAG 

CAGCACATTGCAAGCAACCCGTGCCTTGATGGGGTTGGCATCCTCCTGGGAGTGATAGCAAC 

CTTTGTGGCCACCGTTGGCATGAAGTGTATGAAGTGCTTGGAAGACGATGAGGTGCCAGAAG 

ATGAGGATGGCTGTCATTGGGGGCGCGATATTTCTTGTTGCAGGTCTGGCTATTTTAGTNGC 

CACAGCATGGTATGGCAATAGANTNNTTGNNGNNNTCTATGACCCTATGACCCCAGTCAATG 

CCAGGTACGAATTTGGTCAGGCTCTCTTCACTGGCTGGGCTGCTGCTTCTCTCTGCCTTCTG 
GGAGGTGCCCTACTTTGCTGTTCCTGTCCC 
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FIGURE 103 

AGAGCACCGGCAGATCCCAGTNCAAAGTCTTTGACCCTTGCTGAATCTGAGCAGCACATTNC 

AAGCAACCCCTTGCCTTGAAGGTGGTTGNCATCCCCCCTGGGAGTGAATAGCAATCTTTGTG 

GCCACCGTTGGCATGAAGTNTATGAAGTGCTTGGAAGACGATGAGGTGCAGAAGATGAGGAT 

GGCTGTCATTGGGGGCGCGATATTTCTTCTTGCAGGTCTGGCTATTTTAGTNNCCACAGCAT 

GGTATGGCAATAGNATNNTTCGNGGNTTCTATGACCCTATGACCCCAGTCAATGCCAGGTAC 

GAATTTGGTCAGGCTCTCTTCACTGGCTGGGCTGCTGCTTCTCTCTGCCTTCTGGGAGGTGC 
CCTACTTTGCTGTTCCTGTCCCCGAA 
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FIGURE 104 

AGCAATGCCCTGCCCCCAGTGGAGGATTAATTCCTATGNTGGGGACAACATTGTGACNGCCC 

aggccatgtacggg'gggctgtggatgtcctgcgtgtcgcagagcaccgggcagatccagtgc 

AAAGTNTTTGACTCCTTGCTGAATTTGAGCAGCACATTGCAAGCAACCCGTGCCTTGATGGT 
GGTTGGCATCTTCCTGGGAGTGATAGCAATCTTTGTGGCCACCG.TGGNAATGAAGTGTATGA 
AGTGCTTGGAAGACGATGAGGTGCAGAAGATGAGGATGGCTGTCATTGGGGGCGCGATATTT 
CTTNTTGCAGGTCTGGCTATTTTAGTTGCCACAGCATGGTATGGCAATAGAATNGTTCAAGA 
ATTTTATGACCCTATGACCCCAGTCAATGCCAGGTACGAATTTGGTCAGGCTTTNTTCACTG 
GCTGGGCTGCTGCTTNTTTCTGCCTTNTGGGAGGTGCCCTANTTTGCTGTTCCTGCGAACC 



'losing 
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FIGURE KVR 

TCATAGGGGGGCGCGATATTTTTTCTTGCAGGTNTGGTTATTTTAGTTGCCACAGCATGGTA 

TGGCAATAGAATCGTTCAAGAATTNTATGACCCTATGACCCCAGTCAATGCCAGGTACGAAT 

TTGGTCAGGCTCTNTTCACTGGNTGGGCTGCTGCTTCTNTNNGGCTTNTGGGAGGTGCCCTA 
CTTTGCTGTTCCTG 



106( Q/Sf 
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FIGURE infi 

TTCCTGGGATGGATCCGCCCCCATCNTCACATGCCCTGCCCCNTGGAGATTTACNCCTATGC 
TGGCGAACAACATCNTGACCGCCCAGGCCATGTACGAGGGGCTGTGGAATGTCCTGCGTGTC 
CCAGAGCACCGGGCAGATCCAGTGCAAAGTCTTTGACTCCTTGCTGAATCTGAGCAGCACAT 
TGCAAGCAACCNTGCCTTGATGGTGGTTGGCATCCTCCTGGGAGTGATAGCAATCTTTGTGG 
CCACCGTTGGCATGAAAGTGTATGAAGTGCTTGGAAGACGATGAGGTGCAGAAGATGAGGAT 
GGCTGTCATTGGGGGCGCGATAT.TT-CTTCTTGCAGGTCTGGCTATTTTAGNNGCCACAGCAT 
GGTAT.GGCAATCAGACCCNNT.CANAAACTCTATGACC.CTATGACCCCAGTCAATGCCAGGTA 
CGAATTTGGTCAGGCTCT.CTTCACTGGCTGGGCTGGTGCTTGTGTCTGCCTT.CTGGGAGGTG 
CCCTACTTTGCTGTTCCTGTCCCCGAAAAACAACCTCTTACCCACG 
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FIGURE 107 

CGGGGCTGCAGCTGTTGGGCTTCATCTCGCTTCCTGGGATGGAATCGGCGCCATCGTCAGCA 
CTGCCCTGCCCCATGGAGGATTTACTCNTATGCTGGCGACAACATCGTGACCNCCCAGGCCA 
TGTACGAGGGGCTGTGGATG.TCNGCGTGTCGCAGAGCACCGGGCAGATCCAGTGCAAAGTCT 
TTGACTCCTTGCTGAATCTGAGCAGCACATTGCAAGCAACCNTGCCTTGATGGTGGTTGGCA 
TCCTCCTGGGAGTGATAGCAATCTTTGTGGCCACCGTTGGCATGAAGTGTATGAAGTGCTTG 
GAAGACGATGAGGTGCAGAAGATGAGGATGGCTGTCATTGGGGGCGCGATATTTCTTCTTGC 
AGGTCTGGCTATTTNTAGTTGCCACAGCATGGTATGGCAATAGAATCGTTCAAGAATTCTAT 
GACCCTATGACCCCAGTCAATGCCAGGTACGAATT^GGTCAGGCTCTCTTCACTGGCTGGGC 
TGCTGCTTCTCTCTGCCTTCTGGGAGGTGCCCTACTT.TGCTGTTCCTGCGAA 
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FIGURE! 10ft 

cgcg?ag^ 
c^gg^cItgagcctcc^ 

? A ^ A S C - CCT ^ GC - TTGGCAACCCGACAG ACCGAAA 

aSt^™a^^ 

AATGTATCTGTGATGTTACAGCCTTTCGATTATGATCCCAATGAGAAAAGTAAACA 



caaaaccggaagacgttatggattcaaaacttagatgtgtgtttg^a^tgc 

^^^^^ 

ACC^TAGTGTCTAAGTCTCTGAGTTCTTCTTO 

aagaatgtaagaggctgcaaggtgaagttcagaggctacgggag^ 

GAAGAAGAT.GGACTGTCGATGAGGAJW^GT^^ 

CCCAACTGGGAAGGAAGAAGGCCTTAGCACCCGGCTcfTGGCTCTGG^GOT 



EJGTATGATGA^^ 

AGATA^ACACAeAGA^TATAATGTAACGATCTTTTAGAAAGTTAAAAATOT 
A ™ AGGGGGAAAAAGA ^ 

ggcatattgtaaatgtcattttaaacattggtaggccttggtacatgAtg™^ 

:ccaggctg 



TgCGTGCZGCTSII^^ 



GG * G CTCTCAACCATTfe 

^ ggggacctagcct ^tcaggacaaatggatcgggctgcagag^ 

accagcagttgtgggtggggagcaagggaagagagaaactcttcagcgaatccttctag^ 

tagttgagagtttgactgtgaattaattttatgccataa^gacc^aacc^ag?^ 

C TAT GT AGC ATC T T G AAAAG AAAAATTATAATAAAG CCCCAAAATTAAG^Sy^A TCTGTTTGA 
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FIGURE 10Q 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA53 97 7 
<subunit 1 of 1, 243 aa, 1 stop 



<MW: 27228, pi: 7. 43., NX(S/T): 2 

MAKVEQVLSLEPQHELKFRGPFTDVVTTNLKLGNPTDRNVCFKVKTTAPRRYCVRPNSGIID 
AGASINVSVMLQPFDYDPNEKSKHKFMVQSMFAPTDTSDMEAVWKEAKPEDLMDSKLRCVFE 
LPAENDKPHDVEINKIISTTASKTETPIVSKSLSSSLDDTEVKKVMEECKRLQGEVQRLREE 
NKQFKEEDGLRMRKTVQSNSPISALAPTGKEEGLSTRLLALVVLFFIVGVIIGKIAL 



Important features : 



Transmembrane domain : 



amino acids 224-239 



N-glycosylation site . 

amino acids 68-71 



N-myristoylation site. 

amino acids 59-64, 64-69 and 235-240 
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figure nn 

GTCAGTCTTCTAGATTGTCCTTATCCCACCTTTCAACCANTACTCACATTTCNAGCGCCCAG 
GTCCANGTCTGAGCCTGACTTCCCCTTGGGGACCTAGCCTGGAGTCAGGACAATGGNTCGGG 
CTGCAGAGGNTTAGAAGCGAGGGCACCAGCAGTTTTGGGTGGGGAGCAAGGGNNGAGAGAAA 
CTCTTCAGCGAATCCTTGTAGTACTAGTTGAGAGTTTGACTGTGAATTAATTTTATGCCATA 
AAAGACNAACCCAGTTCTGTTTGACTATGTAGCATCTTGAAAAGAAAAATTATAATAAAGCC 
GCAAAATTAAGAATTCTTTTGTCATTTTGTCACATTTGCTCTATGGGGGGAATTATTATTTT 
ATCATTTTTATTATTTTGCCATTGGAAGGTTAACTTTAAAATGAGG - 
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FIGURE 111 

TATTGTAAAGGCCATTTTAAACCATTGGTAGGCCTTGGTACATGATGCTGGATTACCTCCTT 
AAATGACACCNTTCCTCGCCTGTTGGTGCTGGCCNTTGGGGAGCTGGAGCCCCAGCATGCTG 
GGGAGTGCGGTCAGCTCCACACAGTAGTCCCCACGTGGCCCACTCCCGGCCCAGGCTGCTTT 
CCGTGTCTTCAGTTCTGTCCAAGCCATCAGCTCCTTGGGACTGATGAACAGAGTCAGAAGCC 
CAAAGGAATTGCCACTGTGGCAGCATCAGACGTACTCGTCATAAGTGAGAGGCGTGTGTTGA 
CTGATTGACCCAGCGCTTTGGAAATAAATGGCAGTGCTTTGTTCACTTAAAGGGACCAAGCT 
AAATTGTATTGGTTCATGTAGTGAAGTCAAACTGTTATTCAGAGATGTTTAATGCATATTTA 
ACTTATTTAATGTATTTCATCTCATGTTTTCTTATTGTCACAAGAGTACAGTTAATGCTGCG 
TGCTGCTGAACTCTGTTGGGTGAACTGGTATTGGTGCTGGAGGGCTG 
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FIGURE 112 



CCCTGGTGGTTTTGTTCTTTAATTCGTTGGTGTAATTNTTGGGAAGATTGCTTGTAGAGGTA 

GNATGCACCNGGCTGGTAAATTGGATTGGTGGATCCACCATATCCATGGGATTTAAATTTAT 

CATAACCATGTGTAAAAAGAAATTAATGTATGATGACATNTCACAGGTATTGCCTTTAAATT 

ACCCATCCCTGNANACACATACACAGATAGACANANACAAATNTAATGTAACGATNTTTTAG 
AAAGTTAAAAATGTATAGTAAC - .:: ; ... V 
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FIGURE 113 

GGTGGCCCATTCCCGGCCCAGGCTGCTTTCCGGTNTTCAGTTCTGTCCAAGCCATCAGCTCC 
TTGGGACTGATGAACAGAGTCAGAAGCCCAAAGGAATTGCACTGTGGCAGCATNAGACGTAC 
TTGTNATAAGTGAGAGGCGTGTGTTGACTGATTGACCCAGCGCTTTGGAAATAAATGGCAGT 
GCTTTGTTCANTTAAAGGGACCAAGCTAAATTTGTATTGGTTCATGTAGTGAAGTCAAACTG 
TTATTCAGAGATGTTTAATGCATATTTAANTTATTTAATGTATTTNATNTCATGTTTTCTTA 
TTGTCACAAGAGTACAGTTAATGCTGCGTGCTGCTGAANTNTGTTGGGTGAACTGGTATTGC 
TGCTGGAGGGCTGTGGGCTCCTCTGTCTTTGGAGAGTCTGGTCATGTGGAGGTGGG 
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FIGURF. 114 

TGCTTTCCGTGTCTTCAGTTCTGTCCAAGCCATCAGCTCCTTGGGACTTGATGAACAGAGTC 

AGAAGCCCAAAGGAATTGCACTGTGGCAGCATCAGACGTACTCGTCATAAGTGAGAGGCGTG 

TGTTGACTGATTGACCCAGCGCTTTGGAAATAAATGGCAGTGCTTTGTTCACTTAAAGGGAC 

CAAGCTAAATTTGTATTGGTTCATGTAGTGAAGTCAAACTGTTATTCAGAGATGTTTAATGC 

ATATTTAACTTATTTAATGTATTTCATCTCATGTTTTCTTATTGTCACAAGAGTACAGTTAA 
TGCTGCGTGC 
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FIGURE 11 R 

AAACCTTTAAAAGTTGAGGGGAAAAGAATGATCCTTTATTAATGACAAGGGAAACCNTGNGT 
AATGCCACAATGGCATATTGTAAATGTCATTTTAAACATTGGTAGGCCTTGGTACATGATGC 
TGGATTACCTCTCTTAAAATGACACCCTTCCTCGCCTGTTGGTGCTGGCCCTTGGGGAGCTN 
GAGCCCAGCATGCTGGGGAGTGCGGTCTGCTCCACACAGTAGTCCCCANGTGGCCCANTCCC 
GGCCCAGGCTGCTTTCCGTGTCTTCAGTTCTGTCCAAGCCATCAGCTCCTTGGGANTGATGA 
ACAGAGTCAGAAGCCCAAAGGAATTGCANTGTGGCAGCATCAGANGTANTNGTCATAAGTGA 
GAGGCGTGTGTTGANTGATTGACCCAGCGCTTTGGAAATAAATGGCAGTGCTTTGTTCANTT 
AAAGGGNCCAAGNTAAATTTGTATTGGTTCATGTAGTGAAGTCAAANTGTTATTCAGAGATG 
TTTAATGCATATTTAANTTATTTAATGTATTTCATNTCATGTTTTCTTATTGTCACAAGGGT 
ACAGTTAATGCTGCGTGCTGCTGAANTCTGTTGGGTGAANTGGTATTGCTG 
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FIGURE 11 

GGCCCTTGGGGAGCTGGAGCCCAGCATGCTGGGGAGTGCGGTCAGCTCCACACAGTAGTCCC 
CACGTGGCCCACTCCCGGCCCAGGCTGCTTTCCGTGTCTTCAGTTCTGTCCAAGCCATCAGC 
TCCTTGGGACTGATGAACAGAGTCAGAAGCCCAAAGGAATTGCACTGTGGCAGCATCAGACG 
TACTCGT.CATAAGTGAGAGGCGTGTGTTGAGTGATTGACCCAGCGCTTTGGAAATAAATGGC 
AGTGCTTTGTTCAC.TTAAAGGGACCAAGCTAAATTTGTATTGGTTCATGTAGTGAAGTCAAA 
C-TGTTAT.TCAGAGAT-GT-T.TAATGCATATTTAACTTATTTAATGTATTTCATCTCATGTTTTC 
TTAT-TGTCACAAGAGTACAGTTAATGCTGCGTGCTGGTGAACTCTGTTGGGTGAAGTGGTAT 
TGCTGCTGGAGGGGT-GXGGGGTCCTCTG-TGTCTGGAGAGTCTGGTCATGTGGAGGTGGG 
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FIGURE 117 

GCGAGCTCCGGGTGCTGTGGCCCGGCCTTGGCGGGGCGGCCTCCGGCTCAGGCTGGCTGAGA 

CTCGGGGACCAAACAAGCCTGGCAGGGTCTCACTTTGTTGCCCAGGCTGGAGTTCAGTGCCA 

TGATCATGGTTTACTGCAGCCTTGACCTCCTGGGTTCAAGCGATCCTGCTG^AGTAGCTGGGA 

CTACAGGACAAAATTAGAAGATCAAAATGGAAAATATGCTGCTTTGGTTGATATTTTT^ 

CCTGGGTGGACCCTCATTGATGGATCTGAAATGGAATGGGATTTTATGTGGCACTTGAGA^A 

GGpCCCCGGATTGTCAGTGAAAGGACTTTCCATCTGACCAGCCCCGCATTTGAGGcSG^ 

CTTTCTGAATTGGAGGATTATCTTTCCTATGAGACTGTCTTTGAGAATGGCACCCGAACCTT 

TATCTGTTAGGAGAAAGAGACAGGTGTATGGCACCGACAGCAGGTTCAGCATCTTGGACAAA 
AGGTTCTTAACCAATTTCCCTTTCAGCACAGCTGTGAAGCTTTCCACGGGCTGTAGTGGCAT 

tctcatttcccctcagcatgttctaactgctgcccactgtgttcatga?gga^Sga^ 

TCAAAGGGAGTAAAAAGCTAAGGGTAGGGTTGTTGAAGATGAGGAA^AAAAGTGGArrrAAP 

aaacgtcgaggttctaagaggagcaggagagaagctagtgotg^ 

CAGAGAGCATCTGCAGGAGAGAGCGAAGGGTGGGAGAAGAAGAAA^ 

agaggattgccgaagggaggccttcctttcagtggacccgggtca^ 

AAGGGCTGGGCACGAGGAGGCATGGGGGACGCTACCTTGGACTA^ACTATGCTCT^CTGGA 

GCTGAAGCGTGCTCACAAAAAGAAATACATGGAACTTGGAATCAGCCCA^CGAT^ 

TCCCTGGTGGAATGATCCACTTCTCAGGATTTGATAACGATAGGG 

CGGTTTTGCAGTGTGTCCGACGAATCCAATGATCTCCTTTACCAATACTGCGATGCTGAGTC 
^1^ CGGGTTC ^ 

GCAAAATCATTGCGGTCTACTCAGGGCACCAGTGGGTGGATGTCCACGGGGTTCAGAAGGAC 
TACAACGTTGCTGTTCGCATCACTCCCCTAAAATACGCCCAGATTTGCCTCTGGATTCACGG 
GAACGATGCCAATTGTGCTTACGGCTAACAGAGACCTGAAACAGGGCGGTGTATCATCTAAA 
TCACAGAGAAAACCAGCTCTGCTTACCGTAGTGAGATCACTTCATAGGTTATGCCTGGACTT 

gaactctgtcaatagcatttcaacatttttcaaaatcaggagattttcgtc^cattta^a! 

TGTATAGGTGCAGATATTGAAACTAGGTGGGCACTTCAATGCCAAGTATATACTCTTCTTTA 
CATGGTGATGAGTTTCATTTGTAGAAAi^TTTTGTTGCCTTCTTAAAAATTAGACACACTTT 
AAACCTTCAAACAGGTATTATAAATAACATGTGACTCCTTAATGGACTTATTCTCAGG6TCC 
TACTCTAAGAAGAATCTAATAGGATGCTGGTTGTGTATTAAATGTGAAATTGCATAGATAAA 
SS^S ATGGT ^ GC ^ TTAGTATCAG ^ TAGAGACAG ^GTTACA^CACAGTTTGTACTA 
CTCTGAGATGGATCCATTCAGCTCATGCCCTCAATGTTTATATTGTGTTATCTGTTGGGTCT 
? GGACATTTAGTTTAGTTTTTTTGAAGAATTACAAATCAGAAGA ^ 

CAAAACTAATAACTGTTTTACTGCTTTAAGAAATAACAATTACAATGTGTATTATTTAAAAA 
TGGGAGAAATAGTTTGTTCTATGAAATAAACCTAGTTTAGAAATAGGGAAGCTGAGACATTT 
TAAGATCTCAAGTTTTTATTTAACTAATACTCAAAATATGGACTTTTCATGTATGCATAGGG 
AAGACACTTCACAAATTATGAATGATCATGTGTTGAAAGCCACATTATTTTATGCTATACAT 
TCTATGTATGAGGTGCTACATTTTTAGGACAAAGAATTCTGTAATCTTTTTCAAGAAAGAGT 
CTTTTTCTCCTTGACAAAATCCAGCTTTTGTATGAGGACTATAGGGTGAATTCTCTGATTAG 
TAATTTTAGATATGTCCTTTCCTAAAAATGAATAAAATTTATGAATATGA 



0053756A2_I_> 



WO 00/53756 
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FIGURE lift 

</usr/seqdb2/sst/DNA/Dnaseqs .min/ss . DNA57253 
<subunit 1 of'l, 413 aa, 1 stop 
<MW: 47070, pi: 9.92, NX(S/T): 3 

MENMLLWLI FFTPGWTLIDGSEMEWDFMWHLRKVPRIVSERTFHLTSPAFEADAKMMVNTVC 
GIECQKELPTPSLSELEDYLSYET.VFENGTRTLTRVKVQDLVLEPTQNITTKGVSVRRKRQV 
YGT DSRFS ILDKRFLTN FPFSTAVKLS.TGCSGILI SPQHVLTAAHCVHDGKDYVKGSKKLRV 

GLLKMRNKSGGKKRRGSKRSRREASGGDQREGTREHLQERAKGGRRRKKSGRGQRXAEGRPS 
FQWTRVKNTHrPKeWARG^ 

GFDND RA D i^ 

.HQWVDVHGVQRDYNVAVRITP^ "['_, 'i '.; z ~2 ' 

Important- features : * .' .' : / ; •; " v - A-".:'-:- 2 -/;T'. : 

Signal peptide: - ■ V--.G-."':'.:tc:: re J-.JA ,*•:•.. .vr.-:. 7 • ..A"~CC7;aK '''.- ■ 

amino - acids -1-16 7 ^ : ' " . .". V'Z '"*.- - r JC~'X~." -..'"^'L'l,^ : r 

amino; acids 90-93, ; 110^113; ;a^ ' " • " 

Glycosaminpglycan £t:^chaient sttef ; ; ; • 

amino - acids.. 236-^23 9v - T'r:~ rr^ '-' -r • .• z : " 'Z,:'J:..'V..:'.7Z:z . 

Serine proteases,:: trypsin family , histidine active' site 

amino : acids..,! 65^ 17 0 r . L ~- 
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FIGURE 11 Q 



AATGTGAGAGGGGCTGATGGAAGCTGATAGGCAGGACTGGAGTGTTAGCACCAGTACTGGAT 

GTGACAGCAGGCAGAGGAGCACTTAGCAGCTTATTCAGTGTCCGATTCTGATTCCGGCAAGG 

ATCCAAGCATGGAATGCTGCCGTCGGGCAACTCCTGGCACACTGCTCCTCTTTCTGGCTTTC 

CTGCTCCTGAGTTCCAGGACCGCACGCTCCGAGGAGGACCGGGACGGCCTATGGGATGCCTG 

GGGCCCATGGAGTGAATGCTCACGCACCTGCGGGGGAGGGGCCTCCTACTCTCTGAGGCGCT 

GCCTGAGCAGCAAGAGCTGTGAAGGAAGAAATATCCGATACAGAACATGCAGTAATGTGGAC 

TGCCCACCAGAAGCAGGTGATTTCCGAGCTCAGCAATGCTCAGCTCATAATGATGTCAAGCA 

CCATGGCCAGTTTTATGAATGGCTTCCTGTGTCTAATGACCCTGACAACCCATGTTCACTCA 

AGTGCCAAGCCAAAGGAACAACCCTGGTTGTTGAACTAGCACCTAAGGTCTTAGATGGTACG 

CGTTGCTATACAGAATCTTTGGATATGTGCATCAGTGGTTTATGCCAAATTGTTGGCTGCGA 

TCACCAGCTGGGAAGCACCGTCAAGGAAGATAACTGTGGGGTCTGCAACGGAGATGGGTCCA 

CCTGCCGGCTGGTCCGAGGGCAGTATAAATCCCAGCTCTCCGCAACCAAATCGGATGATACT 

GTGGTTGCACTTCCCTATGGAAGTAGACATATTCGCCTTGTCTTAAAAGGTCCTGATCACTT 

ATATCTGGAAACCAAAACCCTCCAGGGGACTAAAGGTGAAAACAGTCTCAGCTCCACAGGAA 

CTTTCCTTGTGGACAATTCTAGTGTGGACTTCCAGAAATTTCCAGACAAAGAGATACTGAGA 

ATGGCTGGACCACTCACAGCAGATTTCATTGTCAAGATTCGTAACTCGGGCTCCGCTGACAG 

TACAGTCCAGTTCATCTTCTATCAACCCATCATCCACCGATGGAGGGAGACGGATTTCTTTC 

CTTGCTCAGCAACCTGTGGAGGAGGTTATCAGCTGACATCGGCTGAGTGCTACGATCTGAGG 

AGCAACCGTGTGGTTGCTGACCAATACTGTCACTATTACCCAGAGAACATCAAACCCAAACC 

CAAGCTTCAGGAGTGCAACTTGGATCCTTGTCCAGCCAGTGACGGATACAAGCAGATCATGC 

CTTATGACCTCTACCATCCCCTTCCTCGGTGGGAGGCCACCCCATGGACCGCGTGCTCCTCC 

TCGTGTGGGGGGGGCATCCAGAGCCGGGCAGTTTCCTGTGTGGAGGAGGACATCCAGGGGCA 

TGTCACTTCAGTGGAAGAGTGGAAATGCATGTACACCCCTAAGATGCCCATCGCGCAGCCCT 

GCAACATTTTTGACTGCCCTAAATGGCTGGCACAGGAGTGGTCTCCGTGCACAGTGACATGT 

GGCCAGGGCCTCAGATACCGTGTGGTCCTCTGCATCGACCATCGAGGAATGCACACAGGAGG 

CTGTAGCCCAAAAACAAAGCCCCACATAAAAGAGGAATGCATCGTACCCACTCCCTGCTATA 

AACCCAAAGAGAAACTTCCAGTCGAGGCCAAGTTGCCATGGTTCAAACAAGCTCAAGAGCTA 

GAAGAAGGAGCTGCTGTGTCAGAGGAGCCCTCGTAAGTTGTAAAAGCACAGACTGTTCTATA 

TTTGAAACTGTTTTGTTTAAAGAAAGCAGTGTCTCACTGGTTGTAGCTTTCATGGGTTCTGA 

ACTAAGTGTAATCATCTCACCAAAGCTTTTTGGCTCTCAAATTAAAGATTGATTAGTTTCAA 
AAAAAAAAA 
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FIGURE 19H 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss . DNA58847 
<subunit 1 of i, 525 aa, 1 stop 
<MW: 58416, pi: 6.62, NX(S/T): 1 

MECCRRATPGTLLLFLAFLLLSSRTARSEEDRDG.LWDAWGPWSEGSRTCGGGASYSLR 
SKSCEGRNIRYRTCSNVDCPPEAGDFRAQQCSAHNDVKHHGQFYEWLPVSNDPDNPCSLKCQ 
AKGTTLVVELAPKVLDGTRCYTESL-DMCISGLCQIVGCDHQLGSTVKEDNCGVCNGDGSTCR 
LVRGQYKSQLSATKSDDTVVALPYGSRHIRLVLKGPDHLYLETKTLQGTKGENSLSSTGTFL 
?^^^^^f > ^^^^^^? P^TApFIYkiRNSG'SADST VQ FI FY~6p I i-HRWRET DFFPCS 

ATCGGGYQLTSAEC-YDLRSNRWADQYCHYYPENIKPKPKLQECNLDPCPASDGYKQIMPYD 
LYHPiPPJ«EATpWTACSSSCGGGXQSRA.VSC^ 

FDCPKWIAQEWSPCT^ 

:ps/"^J Z'-i. ' ---- - -- 7 "- -. .- =■ _ 



Iinportaht £ ea tures ; A 
Signal- peptide: - 

amino, acids- -1-25 r-.- -.. 

N-glycosylation site; 

amino acids \ 251-254~ 

Thrombospondin I 

amino acids 385-399; 



von Willebrand factor type C domain proteins 

amino acids. ..385-399r.445-459 and 42-56 ^ 
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FIGURE 191 

CGGACGCGTGGGCGGCGGCTGCGGAACTCCCGTGGAGGGGCCGGTGGGCCCTCGGGCCTGAC 

AGATGGCAGTGGCCACTGCGGCGGCAGTACTGGCCGCTCTGGGCGGGGCGCTGTGGCTGGCG 

GCCCGCCGGTTCGTGGGGCCCAGGGTCCAGCGGCTGCGCAGAGGCGGGGACCCCGGCCTCAT 

GCACGGGAAGACTGTGCTGATCACCGGGGCGAACAGCGGCCTGGGCCGCGCCACGGCCGCCG 

AGCTACTGCGCGTGGGAGCGCGGGTGATCATGGGCTGCCGGGACCGCGCGCGCGCCGAGGAG 

GCGGCGGGTCAGCTCCGCCGCGAGCTCCGCCAGGCCGCGGAGTGCGGCCCAGAGCCTGGCGT 

CAGCGGGGTGGGCGAGCTCATAGTCCGGGAGCTGGACCTCGCCTCGCTGCGCTCGGTGCGCG 

CCTTCTGCCAGGAAATGCTCCAGGAAGAGCCTAGGCTGGATGTCTTGATCAATAACGCAGGG 

ATCTTCCAGTGCCCTTACATGAAGACTGAAGATGGGTTTGAGATGCAGTTCGGAGTGAACCA 

TCTGGGGCACTTTCTACTCACCAATCTTCTCCTTGGACTCCTCAAAAGTTCAGCTCCCAGCA 

GGATTGTGGTAGTTTCTTCCAAACTTTATAAATACGGAGACATCAATTTTGATGACTTGAAC 

AGTGAACAAAGCTATAATAAAAGCTT.TTGTTATAGCCGGAGCAAACTGGCTAACATTCTTTT 

TACCAGGGAACTAGCCCGCCGCTTAGAAGGCACAAATGTCACCGTCAATGTGTTGCATCCTG 

GTATTGTACGGACAAATCTGGGGAGGCACATACACATTCCACTGTTGGTCAAACCACTCTTO 

AATTTGGTGTCATGGGCTTTTTTCAAAACTCCAGTAGAAGGTGCCCAGACTTCCATTTATTT 

GGCCTCTTCACCTGAGGTAGAAGGAGTGTCAGGAAGATACTTTGGGGATTGTAAAGAGGAAG 

AACTGTTGCCCAAAGCTATGGATGAATCTGTTGCAAGAAAACTCTGGGATATCAGTGAAGTG 

ATGGTTGGCCTGCTAAAATAGGAACAAGGAGTAAAAGAGCTGTTTATAAAACTGCATATCAG 

TTATATCTGTGATCAGGAATGGTGTGGATTGAGAACTTGTTACTTGAAGAAAAAGAATTTTG 

ATATTGGAATAGCCTGCTAAGAGGTACATGTGGGTATTTTGGAGTTACTGAAAAATTATTTT 

TGGGATAAGAGAATTTCAGCAAAGATGTTTTAAATATATATAGTAAGTATAATGAATAATAA 

GTACAATGAAAAATACAATTATATTGTAAAATTATAA'CTGGGCAAGCATGGATGACATATTA 

ATATTTGTCAGAATTAAGTGACTCAAAGTGCTATCGAGAGGTTTTTCAAGTATCTTTGAGTT 

TCATGGCCAAAGTGTTAACTAGTTTTACTACAATGTTTGGTGTTTGTGTGGAAATTATCTGC 

CTGGTGTGTGCACACAAGTCTTACTTGGAATAAATTTACTGGTAC 



BNSDOCID: <WO. 
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FIGURE 199 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA58747 
<subunit 1 of 1, 336 aa, 1 stop 
<MW: 36865, pi: 9.15., NX(S/T): 2 

MAVATAAAVLAALGGALWLAARRFVGPRVQRLRRGGDPGLMHGKTVLITGANSGLGRATAAE 

LLRLGARVIMGCRDRARAEEAAGQLRRELRQAAEGGPEPGVSGVGELIVRELDLASLRSVRA 

FCQEMLQEEPRLDVLINNAGIFQCPYMKTEDGFEMQFGVNHLGHFLLTNLLLGLLKSSAPSR 

IVVVSSKLYKYGDINFDDLNSEQSYNKSFCYSRSKLANILFTRELARRLEGTNVTVNVLHPG 
IV ^ LG ^-IHIPLLVKPLFNLVSWAFFKT 

LLPKAMDESVARKLWDISEVMVGLLK . .. . 

Important: features: - - 

Signal, peptide : — • —;~ a: :.„_-.• ; 

amino -acids. -1-21 . i .... 

Sh0rt *" dH * :U * alcohol^aehydrdgenase family^ protein ~ 

^ m±no acids 134-144, 44-56 and" ^39-248 -- • 

N-glycosylation site , ...... 

amino acids 212-215 arid 239-242 
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FIGURE 123 

GGGGATTGTAAAGAGGAAGNACTGTGCCCAAAGNTATGGATGAATCTGTTGCAAGAAAATTN 

TGGGATATCAGTGAAGTGATGGTTNGCCTGCTAAAATAGGAACAAGGAGTAAAAGAGCTGTT 

TATAAAACTGCATATCAGTTATATCTGTGATCAGGAATGGTGTGGATTGAGAACTTGTTACT 

TGAAGAAAAAGAATTTTGATATTGGAATAGCCTGNTAAGAGGNACATGTGGGTATTTTGGAG 

TTACTGAAAAATTATTTTTGGGATAAGAGAATTTCAGCAAAGATGTTTTAAATATATATAGT 

AAGTATAATGAATAATAAGTACAATGAAAAATACAATTATATTGTAAAATTATAACTGGGCA 

AGCATGGATGACATATTAATATTTGTCAGAATTAAGTGACTCAAAGTGCTATCGAGAGGTTT 

TTCAAGTATCTTTGAGTTTCATGGCCAAAGTGTTAACTAGTTTTACTACAATGTTTGGTGTT 
TGTGTGGAAATTATCTGCCTGGCTT 
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FIGURF. 1 9£ 

GAGAGGACGAGGTGCCGCTGCCTGGAGAATCCTCCGCTGCCGTCGGCTCCCGGAGCCCAGCC 

CTTTCCTAACCCAACCCAACCTAGCCCAGTCCCAGCCGCCAGCGCCTGTCCCTGTCACGGAC 

CCCAGCGTTACCATgCATCCTGCCGTCTTCCTATCCTTACCCGACCTCAGATGCTCCCTTCT 

GCTCCTGGTAACTTGGGTTTTTACTCCTGTAACAACTGAAATAACAAGTCTTGCTACAGAGA 

ATATAGATGAAATTTTAAACAATGCTGATGTTGCTTTAGTAAATTTTTATGCTGACTGGTGT 

CGTTTCAGTCAGATGTTGCATCCAATTTTTGAGGAAGCTTCCGATGTCATTAAGGAAGAATT 

TCCAAATGAAAATCAAGTAGTGTTTGCCAGAGTTGATTGTGATCAGCACTCTGACATAGCCC 

AGAGATACAGGATAAGCAAATACCCAACCCTCAAATTGTTTCGTAATGGGATGATGATGAAG 

AGAGAATACAGGGGTCAGCGATCAGTGAAAGCATTGGCAGATTACATCAGGCAACAAAAAAG 

TGACCCCATTCAAGAAATTCGGGACTTAGCAGAAATCACCACTCTTGATCGCAGCAAAAGAA 

ATATCATTGGATATTTTGAGCAAAAGGACTCGGACAACTATAGAGTTTTTGAACGAGTAGCG 

AATATTTTGCATGATGACTGTGCCTTTCTTTCTGCATTTGGGGATGTTTCAAAACCGGAAAG 

ATATAGTGGCGACAACATAATCTACAAACCACCAGGGCATTCTGCTCCGGATATGGTGTACT 

TGGGAGCTATGACAAATTTTGATGTGACTTACAATTGGATTCAAGATAAATGTGTTCCTCTT 

GTCCGAGAAATAACATTTGAAAATGGAGAGGAATTGACAGAAGAAGGACTGCCTTTTCTCAT 

ACTCTTTCACATGAAAGAAGATACAGAAAGTTTAGAAATATTCCAGAATGAAGTAGCTCGGC 

AATTAATAAGTGAAAAAGGTACAATAAACTTTTTACATGCCGATTGTGACAAATTTAGACAT 

CCTCTTCTGCACATACAGAAAACTCCAGCAGATTGTCCTGTAATCGCTATTGACAGCTTTAG 

GCATATGTATGTGTTTGGAGACTTCAAAGATGTATTAATTCCTGGAAAACTCAAGCAATTCG 

TATTTGACTTACATTCTGGAAAACTGCACAGAGAATTCCATCATGGACCTGACCCAACTGAT 

ACAGCCCCAGGAGAGCAAGCCCAAGATGTAGCAAGCAGTCCACCTGAGAGCTCCTTCCAGAA 

ACTAGCACCCAGTGAATATAGGTATACTCTATTGAGGGATCGAGATGAGCTTSAAAAACTTG 

AAAAACAGTTTGTAAGCCTTTCAACAGCAGCATCAACCTACGTGGTGGAAATAGTAAACCTA 

TATTTTCATAATTCTATGTGTATTTTTATTTTGAATAAACAGAAAGAAATTTAAAAAAAAAA 
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 



7^ jy -2 19 
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FIGURE 12 R 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA57689 
<subunit 1 of i, 406 aa, 1 stop 

<MW: 46927, pi: 5.21., NX(S/T): 0 

MHPAVFLSLPDLRCSLLLLVTWVFTPVTTEiTSLATENIDEILNNADVALVNFYADWCRFSQ 

MLH P I FE EASDV-I KE E FPN ENQVV-FAR VDG DQH S D I AQR YR IS K Y PTLKL FRNGMMMKRE YR 

GQRS VKALADY I RQQKS DP I QE I RDLAEI TTL DRSKRNT i G Y FEQKDS DN YRVFERVAN I LH 

DDCAFLSAFGDVSKPE^ 

TFENGEEL-^ 

IQKTP/&C^iAro^ 

EQAQbVAsSP-PE-SS^K - A^7AAA77 7.7 7 "_V" -~-.7A~- 

3^ort»n% c f ea€^r^s?' :; ^v^tcta:^^ tt 1 .".-' .T'^TTAAcr:'/? 7:- . jr -;-?• * <•:.•■.-;--• 7 : ' 
Signal* peptide : - :7r - ;5 "^ - A :ATGTCA7C7 A^:- ,\^A:1A-.AAAC'-- aaaa; 7 

-amino' "aei&s' T^2'9 V ' 1 ' ! - ^ - '7 7 T T 7 -3 7- 7 T '7 7 7 :-G7 7»-_ at; aa. 7: A77 A7Aa^a^~- a • 

HMqplasmic reiiclilum ■ taigetihg : science ; ~ 7 " " - " 

amino ^acids 4 03-406'" ' :Vl " y "' - T - ~ V --^V ^7^7 : ^-.7-7^., a a: 7': A- - . 

Tyro s ine kinase phosphory la tion si te . " 

amino" acid's 2 03-211 : "■ " ' ; - - - . - ... - Al 1 ^ : :• 
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FIGURE 

ATTAAGGAAGAATTTCCAAATGAAAATCAAGTAGTNTTTGCCAGAGTNGATTGTGATCAGCA 
CTCTGACATAGCCCAGAGATACAGGATAAGCAAATACCCAACCCTCAAATTGTTTCGTAATG 
GGATGATGATGAAGAGAGAATACAGGGGTCAGCGATCAGTGAAAGCATTGGCAGATTA 
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FIGURE 197 

AGAGGCCTCTCTGGAAGTTGTCCCGGGTGTTCGCCGCNGGAGCCCGGGTCGAGAGGACNAGG 
TGCCGCTGCCTGGAGAATCCTCCGCTGCCGTCGGCTCCCGGAGCCCAGCCCTTTCCTAACCC 
AACCCAACCTAGCCCNGTCCCAGCCGCCAGCGCCTGTCCCTGTCNCGGANCCCAGCGTNACC 
ATGCATCCTGCCGTCTTCGTATCCTTAGCCGACCTCAGATGCTCCCTTCTGGTCGTGGTAAC 

ttgggtttttactcctgtaacaagtgaaataAcnngt 

TTTTAAACNATGCTGATGTGG 

ATGTGGCATCCAATTTTTGAGGA^CTTCGGATGTCATT 

tcaagtagtgtttgggagagttga-tt^ 

tMgcaaatacccaaccctcaaattgtttcgtaatgggatgatgatgaagagagaatacagg 
ggtcagcgatcagtgaaagcattggcagattacatcaggc 
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FIGURF. 19ft 

GCCCACGCGTCCGATGGCGTTCACGTTCGCGGCCTTCTGCTACATGCTGGCGCTGCTGCTCA 

CTGCCGCGCTCATCTTCTTCGCCATTTGGCACATTATAGCATTTGATGAGCTGAAGACTGAT 

TACAAGAATCCTATAGACCAGTGTAATACCCTGAATCCCCTTGTACTCCCAGAGTACCTCAT 

CCACGCTTTCTTCTGTGTCATGTTTCTTTGTGCAGCAGAGTGGCTTACACTGGGTCTCAATA 

TGCCCCTCTTGGCATATCATATTTGGAGGTAT-ATGAGTAGACCAGTGATGAGTGGCCCAGGA 

CTCTATGACCCTACAACCATCATGAATGCAGATATTCTAGCATATTGTCAGAAGGAAGGATG 

GTGCAAATTAGCTTTTTATCTTCTAGCATTTTTTTACTACCTATATGGCATGATCTATGTTT 

TGGTGAGCTCTTAGAACAACACACAGAAGAATTGGTCCAGTTAAGTGCATGGAAAAAGCGAC 

CAAATGAAGGGATTCTATCCAGCAAGATCCTGTCCAAGAGTAGCCTGTGGAATCTGATCAGT 

TACTTTAAAAAATGACTCCTTATTTTTTAAATGTTTCCACATTTfTGGTTGTGGAAAGACTG 

TTTTCATATGTTATACTCAGATAAAGATTTTAAATGGTATTACGTATAAATTAATATAAAAT 

GATTACCTCTGGTGTTGACAGGTTTGAACTTGCAGTTCTTAAGGAACAGCCATAATCCTCTG 

AATGATGCATTAATTACTGACTGTCCTAGTACATTGGAAGCTTTTGTTTATAGGAACTTGTA 

GGGCTCATTTTGGTTTCATTGAAACAGTATCTAATTATAAATTAGGTGTAGATATCAGGTGC 

TTCTGATGAAGTGAAAATGTATATCTGACTAGTGGGAAACTTCATGGGTTTCCTCATCTGTC 

ATGTCGATGATTATATATGGATACATTTACAAAAATAAAAAGCGGGAATTTTCCCTTCGCTT 

GAATATTATCCCTGTATATTGCATGAATGAGAGATTTCCGATATTTCCATCAGAGTAATAAA 

TATACTTGCTTTAATTCTTAAGCATAAGTAAACATGATATAAAAATATATGCTGAATTACTT 

GTGAAGAATGCATTTAAAGCTATTTTAAATGTGTTTTTATTTGTAAGACATTACTTATTAAG 

AAATTGGTTATTATGGTTACTGTTCTAATCTGGTGGTAAAGGTATTCTTAAGAATTTGCAGG 

TACTACAGATTTTCAAAACTGAATGAGAGAAAATTGTATAACCATCCTGCTGTTCCTTTAGT 
GCAATACAATAAAACTGTGAAATTAAGACTC 
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FIGURE 129 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA23330 
<subunit 1 of 1, 14 4 aa, 1 stop 
<MW: 16699, pi: 5 . 60, ' NX <S/T) : 0 

MAFTFAAFCYMLALLLTAALIFFAIWHIIAFDELKTDYKNPIDQCNTLNPLVLPEYLIHAFF 




EGWCKLA 



- Important features : 
Signal peptide: 

amino acids 1-20 

Type II transmembrane domain: 

amino acids 11-31 

Other" transmembrane domain : 

amino acids 57-77 and 123-143 
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FIGURE 130 

ATTATAGCATTTGATGAGCTGAAGACTGATTACAAGATCCTATAGACCAGTGTAATACCCTG 
AATCGCCTTGTACTCCCAGAGTACCTCATCCACGCTTTCTTCTGTGTCATGTTTCTTTGTGC 
AGCAGAGTGGCTTACACTGGGTCTCAATATGCCCCTCTTGGCATATCATATTTGGAGGTATA 
TGAGTAGACCAGTGATGAGTGGCCCAGGACTCTATGACCCTACAACCATCATGAATGCAGAT 
ATTCTAGCATATTGTCAGAAGGAAGGATGGTGCAAATTAGCTTTTTATCTTCTAGCATTTTT 
TTACTACCTATATGGCATGATCTATGTTTTGGTGAGCTCTTAGAACAACACACAGAAGAATT 
GGTCCAGTTAAGTGCATGCAAAAAGCCACCAAATGAAGGGATTCTATCCAGCAAGATCCTGT 
CCAAGAGTAGCCTGTGGAATCTGATCAGTTACTTTAAAAAATG 



-7 37/ 1V?- 
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FIGURE 131 

CGGACGCGTGGGGGAAACCCTTCCGAGAAAACAGCAACAAGCTGAGCTGCTGTGACAGAGGG 
GAACAAGATGGCGGCGCCGAAGGGGAGCCTCTGGGTGAGGACCCAACTGGGGCTCCCGCCGC 
TGCTGCTGCTGACCATGGCCTTGGCCGGAGGTTCGGGGACCGCTTCGGCTGAAGCATTTGAC 
TCGGTCTTGGGTGATAGGGCGTCTTGCCACGGGGCCTGTCAGTTGACCTACCCCTTGCACAC 

sGCTGTTTTCAATTTGTC 

;taca 
vtcagctgcc 

TACTCTTTC 

^cagagcttcataacc 
:agtctaagcc 

AGAAATC~CAGTM^ 

:ttgaagatgga 

? TAACTAGAAC TCT 

:AGCldTGGAGC 
AGTATGfTCGGTCtGAGAAG^ 

:tgaagatcatgaaga 

^GCATTTTTCTTTT 
^TGGTTTCA 
?CTGTG 



BNSDOCID: <WO_00537S6A2_I_> 



WO 00/53756 



PCT/US00/04341 



FIGURE 1 -39 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA2684 7 
<subunit 1 of i, 323 aa, 1 stop 

<MW: 36223, pi: 5.06, NX(S/T): 1 

MAAPKGSLWVRTQLGLPPLLLLTMALAGGSGTASAEAFDSVLGDTASCHRACQLTYPLHTYP 

KEEELYACQRGCRLFSICQFVDDGIDLNRTKLECESACTEAYSQSDEQYACHLGCQNQLPFA 

ELRQEQLMSLMPKMHLLFPLTLVRSFWSDMMDSAQSFITSSWTFYLQADDGKIVI FQSKPEI 

Q YAPHLEQEPTNLRESSLSKMSYLQMRNSQAHRN FLEDGES DGFLRCLSLNSGWILTTTLVL 

SVMVLLWICCATVATAVEQYVPSEKL-SIYGDLEFMNEQKLNRYPASSLVVVRSKTEDHEEAG 
PLPTKVNLAHSEI 



Important features : 
Signal peptide: 

amino acids 1-31 

Transmembrane domain : 

amino acids 241-260 

N-glycosylation site. 

amino acids 90-93 
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FIGURE 13? 

TTGGGTGATACGGCGTCTTGCCACCGGGCCTGTCAGTTGACCTACCCCTTGCACACCTACCC 
TAAGGAAGAGGAGTTGTACGCATGTCAGAGAGGTTGCAGGCTGTTTTCAATTTGTCAGTTTG 
TGGATGATGGAATTGACTTAAATCGAACTAAATTGGAATGTGAATCTGCATGTACAGAAGCA 
TATTCCCAATCTGATGAGCAATATGCTTGCCATCTTGGTTGCCAGAATCAGCTGCCATTCGC 
TGAACTGAGACAAGAACAACTTATGTCCCTGATGCGAAAAATGCAGCTACTCTTTCCTCTAA 
CTCTGGTGAGGTCATTCTGGAGTGACATGATGGACTCCGC " ~ 
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FIGURE 1*34 

CACACTGGCCGGATCTTTTAGAGTCCTTTGACCTTGACCAAGGGTCNGGAAAACAGCAACAA 

GCTGAGCTGCTGTGACAGAGGGAACAAGATGGCGGC.GCCGAAGGGAGCCTTTGGGTGAGGAC 

CCAACTGGGGCTCCCGCCGCTGCTGCTGCTGACCATGGCCTTGGCCGGAGGTTCGGGGACCG 

CTTCGGCTGAAGCATTTGACTCGGTCTTGGGTGATACGGCGTCTTGCCACCGGGCCTGTCAG 

TTGACCTACCCCTTGGACACCTACCCTAAGGAAGAGGAGTTGTACGCATGTCAGAGAGGTTG 

CAGGCTGTTTTCAATTTGTCAGTTTGTGGATGATGGAATTGACTTAAATCGAACTAAATTGG 

AATGTGAATCTGCATGTACAGAAGGATATTCCCAATCTGATGAGCAATATGCTTGCCATCTT 

GGTTGCCAGAATCAGCTGCCATTCGCTGAACTGAGACAAGAACAACTTATGTCCCTGATGCC 

AAAAATGCACCTACTCTTTCCTCTAACTCTGGTGAGGTCATTCTGGAGTGACATGATGGACT 
CCGC 
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FI GURE 135 

GCGAGGTGGCGATCGCTGAGAGGCAGGAGGGCCGAGGCGGGCCTGGGAGGCGGCCCGGAGGT 
GGGGCGCCGCTGGGGCCGGCCCGCACGGGCTTCATCTGAGGGCGCACGGCCCGCGACCGAGC 
GTGCGGACTGGCCTCCCAAGCGTGGGGCGACAAGCTGCCGGAGCTGCAMSGGCCGCGGCTG 
GGGATTCTTGTTTGGCCTCCTGGGCGCCGTdTGGCTGCTGAGCfCGGGGCACGGAGAGGAGC 
AGCCCCCGGAGACAGCGGCACAGAGGTGCTTCTGCCAGGTTAGTGGTTACTTGGATGATTGT 
:ACCTGTGATGTTGAAACCATTGATAGATTTAATAACTAGAGGGftTTCCCAAGACTACAAAA 
ACTTCTTGAAAGTGAGTACTTTAGGTATTACAAGGTAAACCTGAAGAGGCCG'TGTCCTTTCT 

ggaatgacatcagccagtgtggaagaagggactgtgCtgtcaaaggatgtcaatgtgatgaa 

GTTeCTGATGGAATTAAATCTGCGAGCTACAAGTATTCTGAAGAAGCCAATAATCTCATTGA 
AGAATGTGAACAAGCTGAACGACTTGGAGCAGTGGATGAATCTCTGAGTGAGGAAACACAGA 
AGGCTGTTCTT€AGTGSACCAAGCATGATGATTCTTCAGATAACTTCTGTGAAGCTGATGAC 

-ATTCAGTeeeeTGAAGCTGAATATGTAGATTTGCTTCTTAATCCTGAGCGCTACACTGGTTA 
GAAGGGACCAGATGCTTGGAAAATATGGAATGTCATCTACGAAGAAAACTGTTTTAAGGCAC 
AGACAATTAAAAGACCTTTAAATCCTTTGGCTTCTGGTCAAGGGACAAGTGAAGAGAACACT 

-■TTTXAGAGITGGCTAGAAGGTCTCTGTGTAGAAAAAAGAGCATTCTACAGACTTATATCTGG 

-CCTACATGCAAGCATTAATGTGCATTTGAGTGCAAGATATCTTTTACAAGAGACCTGGTTAG 
AAAAGAAATGGGGACACAACATTACAGAATTTCAACAGCGATTTGATGGAATTTTGACTGAA 

; .GGAGAAGGTCCAAGAAGGCTTAAGAACTTGTATTTTCTCTACTTAATAGAACTAAGGGCTTT 

ATCCAAAGTGTTACCATTCTTCGAGCGCCCAGATTTT.CAACTCTTTACTGGAAATAAAATTC 

AGGATGAGGAAAACAAAATGTTACTTCTGGAAATACTTCATGAAATCAAGTCATTTCCTTTG 
. CATTT.TGATGAGAATTCAT.T.TTTTGCT 

CTTTCGACTGCATTTTAGAAATATTTCAAGAATTATGGATTGTGTTGGTTGTTTTAAATGTC 

GTCTGTGGGGAAAGCTTCAGACTCAGGGTTTGGpCACTGCTCTGAAGATCTTATTTTCTGAG 

AAATTGATAGCAAATATGCCAGAAAGTGGACCTAGTTAT GAATTCCATCTAACCAGACAAGA 

AATAGTATCATTATTCAACGCATTTGGAAGAATTTCTACAAGTGTGAAAGAATTAGAAAACT 

TCAGGAACTTGTTACAGAATATTCATTAAAGAAAACAAGCTGATATGTGCCTGTTTCTGGAC 

AATGGAGGCGAAAGAGTGGAATTTCATTCAAAGGCATAATAGCAATGACAGTCTTAAGCCAA 

ACATTTTATATAAAGTTGCTTTTGTAAAGGAGAATTATATTGTTTTAAGTAAACACATTTTT 

AAAAATTGTGTTAAGTCTATGTATAATACTACTGTGAGTAAAAGTAATACTTTAATAATGTG 

GTACAAATTTTAAAGTTTAATATTGAATAAAAGGAGGATTATCAAATTAAAAAAAAAAAAAA 
AAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 136 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA53974 
<subunit 1 of 'I, 468 aa, 1 stop 

<MW: 54393, pi: 5.63, NX(S/T): 2 

MGRGWGFLFGLLGAVWLLSSGHGEEQPPETAAQRCFCQVSGYLDDCTCDVETIDRFNNYRLF 

PRLQKLLESDYFRYYKVNLKRPCPFWNDISQCGRRDCAVKPCQSDEVPDGIKSAS YKYSEEA 

NNLIEECEQAERLGAVDESLSEETQKAVLQWTKHDDSSDNFCEADDIQSPEAEYVDLLLNPE 

RYTGYKGPDAWKIWNVI YEENCFKPQTIKRPLNPLASGQGTSEENTFYSWLEGLCVEKRAFY 

RLISGLHASINVHLSARYLLQETWLEKKWGHNITE^RFDGILTEGEGPRRLKNLYFLYLI 

ELRALSKVLPFFERPDFQLFTGNKIQDEENKMLLLEiLHEI-KSFPLHFDENSFFAGDKKEAH 

KLKEDFRLHFRNrSRIMDCVGCFKCRLWGKLQTQGLGTALKILFSEKLIANMPESGPSYEFH 
LTRQEIVSLFNAFGRISTSVKELENFRNLLQNIH • 

Important features: \- : 
Signal peptide: 

amino acids 1.-23 



N-glycosylation site . 

amino- acids 280-283 and 384-387 

Amidation site. 

amino acids 94-97 ' " : 

Glycosaminoglycan attachment site. 

amino acids 20-23 and 223-226 

Aminotransferases class-V pyridoxal -phosphate 

amino acids 216-222 

Interleukin-7 proteins 

amino acids 338-343 
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FIGURE 1^7 

GCTGGAAATATGGATGTCATCTACGAGAAACTGTTTTAAGCCACAGACAATTAAAAGACCTT 

TAAATCCTTTGGCTTCTGGTCAAGGGACAAGTGAAGAGNACACTTTTTACAGTTGGCTAGAA 

GGTCTCTGTGTAGAAAAAAGAGCATTCTACAGACTTATATCTGGCCTACATGCAAGCATTAA 

TGTGCATTTGAGTGCAAGATATCTTTTACAAGAGACCTGGTTAGAAAAGAAATGGGGACACA 

ACATTACAGAATTTNAAGAGCGATTTGATGGAATTTTGACTGAAGGAGAAGGTCCAAGAAGG 

CTTAAGAACTTGTATTTTCTCTACTTAATAGAACTAAGGGCTTTATCCAAAGTGTTACCATT 

CTTNGAGCGCGCAGAT.TTTCAAGTNTTTACTGGAAATAAAATTCAGGATGAGGNAAACAAAA 

TGTTACTTTTGGAAATACTTCATGAAATCAAGTCATTTCCTTTGCATTTTGATGAGAATTCA 
TTTTTTTGCTG" - .-"."J ~ 'JVi = \ .. -•«.: ' -y---. . : ------ 
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CGGACGCGTGGGCGGACGCGTGGGCGGACGCGTGGGTTGGGAGGGGGCAGGATGGGAGGGAA 

AGTGAAGAAAACAC3AAAAGGAGAGGGACAGAGGCCAGAGGACTTCTCATACTGGACAGAAAC 

CGATCAGGCATGGAACTCCCCTTCGTCACTCACCTGTTCTTGCCCCTGGTGTTCCTGACAGG 

TGTCTGCTCCCCCTTTAACCTGGATGAACATCACCCACGCCTATTCCCAGGGCCACCAGAAG 

CTGAATTTGGATACAGTGTCTTACAACATGTTGGGGGTGGACAGCGATGGATGCTGGTGGGC 

GCCCCCTGGGATGGGCCTTCAGGCGACCGGAGGGGGGACGTTTATCGCTGCCCTGTAGGGGG 

GGCCCACAATGCCCCATGTGCCAAGGGCCACTTAGGTGACTACCAACTGGGAAATTCATCTC 

ATCCTGCTGTGAATATGCACCTGGGGATGTCTCTGTTAGAGACAGATGGTGATGGGGGATTC 

ATGGTGAGCT^GGAGAGGGTGGTGGCAGTGTCTCTGAAGGTCCATAAAAGAAAAAAGAGAA 

GTGTGGTAAGGGAAAATGGTCTGTGTGGAGGGGTCAAGGAGTTAAAAACCCTAGAAAGCAAA 

AGGTAGGTAATGTCAGGGAGTAGTCTTCATGCCTCCTTCAACTGGGAGCATGTTCTGAGGGT 

GCCCTCCCAAGCCTGGGAGTAACTATTTCCCCCATCCCCAGGCCTGTGCCCCTCTCTGGTCT 

CGTGCTTGTGGCAGCTCTGTCTTCAGTTCTGGGATATGTGCGCGTGTGGATGCTTCATTCCA 

GCCTCAGGGAAGCCTGGCACCCACTGCCCAACGTGAGCCAGAGGAAGGCTGAGTACTTGGTT 

CCGAGAAGGAGATACTGGGTGGGAAAAAGATGGGGCAAAGCGGTATGATGCCTGGCAAAGGG 

CCTGCATGGCTATCCTCATTGCTACCTAATGTGCTTGCAAAAGCTCCATGTTTCCTAACAGA 

TTCAGACTCCTGGCCAGGTGTGGTGGCCCACACCTGTAATTCTAGCACTTTGGGAGGCCAAG 

GTGGGCAGATCACTTGAGGTCAGGAGTTCAAGACCAGCCTGGCCAACATGGTGAAACTCCAT 

CTCTACTAAAAAAAAAAAAATACAAAAATTAGCTGGGTGCGCTAGTGCATGCCTGTAATCTC 

ATCTACTCGGGAGGCTAAGACAGGAGACTCTCACTTCAACCCAGGAGGTGGAGGTTGCGGTG 

AGCGAAGATTGTGCCTCTGCACTCTAGCGTGGGTGACAGAGTAAGCGAGACTCCATCTCAAA 

AATAATAATAATAATAATTCAGACTCCTTATCAGGAGTeCATGATCTGGCCTGGCACAGTAA 

CTCATGCCTGTAATCCCAACATTTTGGGAGGCCAACGCAGGAGGATTGCTTGAGGTCTGGAG 

GTTTGAGACCAGCCTGGGCAACATAGAAAGACCCCATCTCTAAATAAATGTTTTAAAAAT 
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FIGURE 1?Q 



X/usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA57039 
Xsubunit 1 of 1, 124 aa, 1 stop 

XMW: 13352, pi: 5.99, NX(S/T): 1 

MELPFVTHLFLPLVFLTGLCSPFNLDEHHPRLFPGPPEAEFGYSVLQHVGGGQRWMLVGAPW 
DGPSGDRRGDVYRCPVGGAHNAPCAKGHLGDYQLGNSSHPAVNMHLGMSLLETDGDGGFMVS 

Important features: 
Signal peptide: 

amino acids 1-22 

Cell attachment sequence . 

amino acids 7 0-73 

N-glycosylation site . \ 

amino acids 98-101 x 



Integrins alpha chain proteins 

amino acids 67-81 
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FIGURF. Un 

CACAGTTCCCCACCATCACTCNTCCCATTCCTTCCAACTTTATTTTTAGCTTGCCATTGGGA 

GGGGGCAGGATGGGAGGGAAAGTGAAGAAAACAGAAAAGGAGAGGGACAGAGGCCAGAGGAC 

TTCTCATACTGGACAGAAACCGATCAGGCATGGAACTCCCCTTCGTCACTCACCTGTTCTTG 

CCCCTGGTGTTCCTGACAGGTCTCTGCTCCCCCTTTAACCTGGATGAACATCACCCACGCCT 

ATTCCCAGGGCCACCAGAAGCTGAATTTGGATACAGTGTCTTACAACATGTTGGGGGTGGAC 

AGCGATGGATGCTGGTGGGCGCCCCCTGGGATGGGCCTTCAGGCGACCGGAGGGGGGACGTT 

TATCGCTGCCCTGTAGGGGGGGCCCACAATGCCCCATGTGCCAAGGGCCACTTAGGTGACTA 

CCAACTGGGAAATTCATCTCATCCTGCTGTGAATATGCACCTGGGGATGTCTCTGTTAGAGA 
CAGATGGTGATGG 
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FIGURE 141 



AAAGTTACATTTTCTCTGGAACTCTCCTAGGCCACTCCCTGCTGATGCAACATCTGGGTTTr 
GGCAGAAAGGAGGGTGCTTCGGAGCCCGCCCTTTCTGAGCTTCCTGG^ 

gagatggacagaatgctttattttggaaagaaacaatgttctag^ 

AATGCAGACTTTCACAATGGTTCTAGAAGAAATCTGGACAAGTCTTTTCATGTGGTTTTTCT 

GGATCCCCAGCAGCTGGTGCTCACTCACTGAAGGTCCTGAGTGTGATGTCACTGATGAC 
ACGGCCAGTGTGCCATACAACGTTCGTGTCAGGGCCACATTGGGC?^ 

CGACCTGGGATGGAGA 



CTTGTGGCGTACTGGAGGAGGGAGCCTGGTGCCGAGGAAeATGTCAAAATGGTGAGGAGTGG 



CATTCGTGAAGGCCATTGGGAGGTACAGCGCCTTCAGdCAGAC 
GGAGAGGCCATTCeceTGGTACTGGCCCTGTTTGCeTTTGTTGG^^ 



TGGTCCTCCCAGACACCTTGAAAATAACCAATTCACCCCAG^ 

CTCAT^GGTTTGCGGAAGGGCCCAGGTGAAGCCGAGAACCTGGTCTGCATGACATGGAAACC 
ATGAGGGGACAAGTTGTGTTTCTGTTTTCCGCCACGGACAAGGGATGAGAGAAGTAGGAAGA 
GCCTGTTGTCTACAAGTCTAGAAGCAACCATCAGAGGGAGGGTGGTTTGTCTAACAGA^CAC 



CTGGGAAAAGTGACTTCATCCCTTCGGTCCTAAGTTTTCT^ 

TACAGAGCTGGTAAACACACACACACAGAGTCTCTCTCTATATATACACACGTACACATAAA 

tacacccagcacttgcaaggctagagggaaactggtgacactctaS 

TGTTTCTGGAGAGCAGGACATAAATGTATGATGAGAATGATCAAGGACTCTACA^ 



TGTTGAGTTCACTTCAAGCCCAATGCCGGTGCAGAGGGG^ 

CATGAACTACTGTAAAGTGTTGACAGTGTGTGCACACTGCAGACAGCAGGTGAAATGTATGT 
GTGCAATGCGACGAGAATGCAGAAGTCAGTAACATGTGCATGTTTGTTGTGCTCCTTTTTTC 
TGTTGGTAAAGTACAGAATTCAGCAAATAAAAAGGGCCACCCTGGCCAAAAGCGGTAAAAAA 
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FIGURE *\AO 

</usr/seqdb2/sst/DNA/Dnaseq S . min / ss . DNA 5 70 33 
<subunit 1 Q f i, 311 aa, 1 stop 
<MW: 35076, pi: 5.04, NX(S/T): 2 

^^Y^^^^^^^^^.^^^^^^^^^^^^^^^^^^^^QN^SVLSTNMKHLLMWS PVIAPGE 
TVYYSVEYQGEYHSLYTSHIWIPSSWCSLTEGPECDVTDDITATVP-YNLRVRATLGSQTSAW 
GIPVH ™ TILTRPGMEIT ^^ 

GIPVHLETMEPGAAYCyKAQTFVKAIGRYSAFSQTECVEVQGEAI-PLVLALFAFVGFMLILV 
VVPLFVWKMGRLLQYSCCPVVVLPDTLKITNSPQKLISCRREEVDACATAVMSPEELLR^ 

Important features: . . 1 

Signal peptide: 

1 amino acids 1-2 9 * -- - ■ - - • \ . - - " ■ , 

Transm^Btorane domain : 

amino acids 230-255 

N-glycosylation site. 

amino acids 40-43 and 134-137 



Tissue factor proteins. 

amino acids- 92-119 . 

Integrins alpha chain proteins 

amino acids 232-262 



BNSOOCID: <WO 0O53756A2_l_> 



WO 00/53756 



PCT/USOO/04341 



FIGURE 143 



TCCTGCTGATGCACATCTGGGTTTGGCAAAAGGAGGTTGCTTCGAGCCGCCCTTTCTAGCTT 

CCTGGCCGGCTCTAGAACAATTCAGGCTTCGCTGCGACTAGACCTCAGCTCCAACATATGCA 

TTCTGAAGAAAGATGGCTGAGATGACAGAATGCTTTATTTTGGAAAGAAACAATGTTCTAGG 

TCAAACTGAGTCTACCAAATGCAGAGTTTCACAATGGTTCTAGAAGAAATCTGGACAAGTCT 

TTTCATGTGGTTTTTCTACGCATTGATTCCATGTTTGCTCACAGATGAAGTGGCCATTCTGC 

CTGCCeCTCAGAACCTGTCTGTACTCTCAAGCAACATGAAGCATCTCTTGATGTGGAGCCCA 

GTGATCGCGCCTGGAGAAACAGTGTAGTATTCTGTGGAATACCAGGGGGAGTACGAGAGCCT 

GTACACGAGCeACATGTGGATCCCCAGGAGCTGGTGCTCACTCACTGAAGGTCCTGAGTGTG 

ATGTCACTGATGACATCAGGGGCACTGTGCCA.TACAACCTTTGTGTCAGGGCCACATTGGGC 

TCACAGACCTCAGCCTGGAGCATCCTGAAGCATCCCTTTAATAGAAACTCAACCATCCTTAC 

GCGACGTGGGATGGAGATCACCAAAGATGGCTTNCACCTGGTTATTGAGCTGGAGGACCTGG 

GGCCCCAGTT.TGAGTTCCTTGTGGCCTANTGGAGGAGGGGCGAACCCCTTGCGGCGCAAGGG 

GTTNGCGAACCCCTTGCGGCCGCTGGGGTATCTCTCGAGAAAAGAGAGGCCCAATATGACCC 

ACATACTCAATA^GGACqAANTGCTATTGTCCACCTGTTTGAGTGGCGCTGGGTTGAT 
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FX (SURF. 1 ££ 

CCCACGCGTCCGCCCACGCGTCCGAGGGACAAGAGAGAAGAGAGACTGAAACAGGGAGAAGA 

GGCAGGAGAGGAGG-AGGTGGGGAGAGCACGAAGCTGGAGGCCGACACTGAGGGAGGGCGGGA 

GGAGGTGAAGAAGGAGAGAGGGGAGAAGAGGCAGGAGCTGGAAAGGAGAGAGGGAGGAGGAG 

GAGGAGATGCGGGATGGAGACCTGGAGTTAGGTGGCTTGGGAGAGCTTAATGAAAAGAGAAC 

GGAGAGGAGGTGTGGGTTAGGAACCAAGAGGTAGCCCTGTGGGCAGCAGAAGGCTGAGAGGA 

GTAGGAAGATCAGGAGCTAGAGGGAGACTGGAGGGTTCCGGGAAAAGAGCAGAGGAAAGAGG 

AAAGACACAGAGAGACGGGAGAGAGAAGAAGAGTGGGTTTGAAGGGCGGATCTCAGTCCCTG 

GCTGCTTTGGCAT.TTGGGGAACTGGGACTCCCTGTGGGGAGGAGAGGAAAGCTGGAAGTCCT 

GGAGGGACAGGGTCCCAGAAGGAGGGGACAGAGGAGCTGAGAGAGGGGGGCAGGGCGTTGGG 

CAGGGGTCCCTCGGAGGCCTCCT.GGGGATSGGGGCTGCA5CTCGTCTGAGCGCCCCTCGAGC 

GCTGGTACTCTGGGCTGCACTGGGGGCAGCAGCTCACATCGGACeAGCACCTGACCCCGAGG 

ACTGGTGGAGCTACAAGGATAATCTCCAGGGAAACTTCGTGCCAGGGCCTCCTTTCTGGGGC 

CTGGTGAATGCAGCGTGGAGTCTGTGTGCTGTGGGGAAGCGGCAGAGCCCCGTGGATGTGGA 

GCTGAAGAGGGTTCTTTATGACCCCTTTCTGCCCCCATTAAGGCTCAGCACTGGAGGAGAGA 

AGCTCCGGGGAACCTTGTACAACACCGGCCGACATGTCTCCTTCCTGCCTGCACCCCGACCT 

GTGGTCAATGTGTCTGGAGGTCCCCTCCTTTACAGCCACCGACTCAGTGAACTGCGGCTGCT 

GTTTGGAGCTCGCGACGGAGCCGGCTCGGAACATCAGATCAACCACCAGGGCTTCTCTGCTG 

AGGTGCAGCTCATTCACTTCAACCAGGAACTCTACGGGAATTTCAGCGCTGCCTCCCGCGGC 

CCCAATGGCCTGGCCATTCTCAGCCTCTTTGTCAACGTTGCCAGTACCTCTAACCCATTCCT 

CAGTCGCCTCCTTAACCGCGACACCATCACTCGCATCTCCTACAAGAATGATGCCTACTTTC 

TTCAAGACCTGAGCCTGGAGCTCCTGTTCCCTGAATCCTTCGGCTTCATCACCTATCAGGGC 

TCTCTCAGCACCCCGCCCTGCTCCGAGACTGTCACCTGGATCCTCATTGACCGGGCCCTCAA 

TATCACCTCCCTTCAGATGCACTCCCTGAGACTCCTGAGCCAGAATCCTCCATCTCAGATCT 

TCCAGAGCCTCAGCGGTAACAGCCGGCCCCTGCAGCCCTTGGCCCACAGGGCACTGAGGGGC 

AACAGGGACCCCCGGCACCCCGAGAGGCGCTGCCGAGGCCCCAACTACCGCCTGCATGTGGA 

TGGTGTCCCCCATGGTCGCTGAGACTCCCCTTCGAGGATTGCACCCGCCCGTCCTAAGCCTC 

CCCACAAGGCGAGGGGAGTTACCCCTAAAACAAAGCTATTAAAGGGACAGAATACTTA 



<7 9S~f'Z'& 



BNSDOCID: < WO 0053756A2J _> 



WO 00/53756 



PCT/USOO/04341 




<MW: 36238, pi: 9.90, NX(S/T): 3 

MGAAARLSAPRALVLWAALGAAAHIGPAPDPEDWWSYKDNLQGNFVPGPPFWGLVNAAWSLC 
AVGKRQSPVDVELKRVLYDPFLPPLRLSTGGEKLRGTLYNTGRHVSFLPAPR-PVVNVSGGPL 
LYSHRLSELRLLFGARDGAGSEHQINHQGFSAEVQLIHFN 

FVNVASTSNPFTjSRLLNRDTITRISYkNDAYFLQDLSLELLFPES FGFITYQGSLSTPPCSE 

TVTWILIDRALNITSLQMHSLRiLSQNPPSQIFQSLSGN 

RCRGPNYRLHVDGVPHGR - * • Y \. 

Important features: - ^ ~ : l - 

Signal peptide: 

amino acids ^l^zy^ -^ 

Transmembrane domain : 

amino acids 177-199 

N-glycosylation site. 

amino acids 118-121, 170-173 and 260-263 

Eukaryo tic -type carbonic anhydrases proteins 

amino acids 222-270,-128-164 and 45-92 




BNSDOCID: <WO__00S3756A2_l_> 



WO 00/53756 



PCT/US00/04341 



FIGURE 146 

SSgGG^^ 

gS 



^^^ AC ^ TGATGG TGGCTGGGTAGATATCACTAGACAAGGAAGAAAGCATTRTTTCATC^GTCC^ 
AATGGTATTCAAACAATTGGCAAATATCAGTCTGCTAATTCCTTCACAGTCTCTAAAGTAAC^ 
ACpGTGAAACAACTGTGGAACAGCTCTGTCCATTTCATAAGC^ 



AAGACCTACATTGCTTCTTTTCAGAATGGAATCTTCTCAGAAAGTTTACAGAATCCTCCAGGAGGAAAGGCATTr 

AGAGTGTTTGCTGTTGTGTgAAACTGAATACTTGGAAGAGGACCATAAAGACTATTC^ 

ATTTTGTATAAAACTGTAACATTACTGTACAGAGTACATCAACTATTO 

taaatcttgataaacaaagtctataaaataaaacatgggacattagcttSSS 

^I* AGAAATCCTGTGTTAAATAT ^ 

GTTCTACGTTTCATATATTATATGGTGCTTTGTATATGCCACTW^ 
AG I3 CAATGCTATGCCATTACC ^CTCC^ 

J G II AA r TAGGCATATAGAATATTAAATTCTGATATTGCACTTC TTATTTTAT 

^ AAA P AATCTGTTAAAATGTTTGATTCCTTGGGAATGGGG TTAAAAATAAATGTAAT^ 

A ^ AAAA ^ TTCCTAGTGATCATGTAGTAAATGTAGGGTTAAGCATGG ACAGCCAGAGC^^ 

^ttgaggtcacatattttcttttgtatcctggcaaatactc^^ 

^ AAGAAAGATGAACTAATGTAT TACATTACCATTGCCACTGATTTTTTTTAAATGGXAAAT^ 

™* GCCATATCATGGTACCTAT ^^ 

TAAACATTAAAATTAATCATGTTTCAAAAAAAAAAAAA- . iiiJUL^u^TGGfl 



BNSDOCID: <WO 00537SGA2J_> 



WO 00/53756 



PCT/US00/04341 




<MW: 56888, pi: 8.53, NX{S/T): 2 

MKCTAREWLRVTTVLFMARAIPAMVVPNATLLEKLLEKYMDEDGEWWIAKQRGKRAITDNDM 

QSILDLHNKLRSQVyPTASNMEYMTWDVELERSAESWAESCLWEHGPASLLPSIGQNLGAHW 

GRYRPPTFHVQSWYDEVKDFSYPYEHECNPYCPFRCSGPVCTHYTQVVWATSNRIGCAINLC 

HNMNiWGQIWPKAVYLVCNYSPKGNWWGHAPYKHGRPCSACPPSFGGGCRENLCYKEGSDRY 

YPPREEETNEIERQQSQVHDTHVRTRSDDSSRNEVISAQQMSQIVSCEVRLRDQCKGTTCNR 

YECPAGCLDSKAKyiGSVHYEMQSSICRAAIHYGI IDNDGGWVDITRQGRKHYFIKSNRNGI 

QTIGKYQSANSFTVSKVTVQAVTCETTVEQLCPFHKPASHGPRVYCPRNCMQANPHYARVIG 

TRVYSDLSSICRAAVHAGWRNHGGYVDVMPVDKRKTYIASFQNGIFSESLQNPPGGKAFRV 
FAVV . . 

Important -features: 
Signal peptide: 

amino acids .1-20 . 

Extracellular proteins SCP/Tpx-l/Ag5/PR-l/Sc7 protein 

amino acids 165-186, 196-218, ,134-146, 96-108 and 58-77 

N-glycosylation site 

amino acids 28-31 




BNSOOCID: <WO 0OS3756A2_l_> 



WO 00/53756 



PCT/USOO/04341 



GCGGAGACAAGCGCAGAGCGCAGCGCACGGCCACAGACAGCCCTGGGCATCCACCGACGGCG 
CAGCCGGAGCCAGCAGAGCCGGAAGGCGCGCCCCGGGCAGAGAAAGCCGAGCAGAGCTGGGT 
GGCGTCTCCGGGCCGCCGCTCCGACGGGCCAGCGCCCTCCCCATgTCCCTGCTCCCACGCCG 
CGCCCCTCCGGTCAGCATGAGGCTCCTGGCGGCCGCGCTGCTCCTGCTGCTGCTGGCGCTGT 
ACACCGCGCGTGTGGACGGGTCCAAATGCAAGTGCTCCCGGAAGGGACCCAAGATCCGCTAC 
AGCGACGTGAAGAAGCTGGAAATGAAGCCAAAGTACCCGCACTGCGAGGAGAAGATGGTTAT 
CATCACCACCAAGAGCGTGTCCAGGTACCGAGGTCAGGAGCACTGCCTGCACCCCAAGCTGC 



;tctacgaa 

GAAmGGGTGAAAAACCTCAGAAGGGAAAACTCCAAACC^^^ 

^3 T T GfC^.^^^3^\.*:A' 'i'^ — . . u it u u ij-ij — Li — 1 1 — i i — \ t-^k #-i -j—* ix / i f \ /\ / \ / \ /\ i\ j \ /\r\T\T\~r\-r\-T\~r\T\-Ts-i — "^^^ ij^i ^ < 



^GTTTT-TACCAACGGTCAG 
jGAGAGCCATCTCTCTTGTGCT 

\ctcatgcctttcctttttaa 
aaaatgcttttttgtatt.tgtccatacgtcagtatacatctgagctttataagcgcccggga 

GGAACAATGAGCTTGGTGGACACATTTCATTGCAGTGTTGCTCCATTCCTAGCTTGGGAAGC 

ttccgcttagaggtcctggcgcctcggcacagctgccacgggctctcctgggcttatggccg 

GTCACAGCCTCAGTGTGACTCCACAGTGGCCCCTGTAGCCGGGCAAGCAGGAGCAGGTCTCT 

CTGCATCTGTTCTCTGAGGAACTCAAGTTTGGTTGCCAGAAAAATGTGCTTCATTCCCCCCT 

GGTTAATTTTTACACACCCTAGGAAACATTTCCAAGATCCTGTGATGGCGAGACAAATGATC 

CTTAAAGAAGGTGTGGGGTCTTTCCCAACCTGAGGATTTCTGAAAGGTTCACAGGTTCAATA 

TTTAATGCTTCAGAAGCATGTGAGGTTCCCAACACTGTCAGCAAAAACCTTAGGAGAAAACT 

TAAAAATATATGAATACATGCGCAATACACAGCTACAGACACACATTCTGTTGACAAGGGAA 

AACCTTCAAAGCATGTTTCTTTCCCTCACCACAACAGAACATGCAGTACTAAAGCAATATAT 

TTGTGATTCCCCATGTAATTCTTCAATGTTAAACAGTGCAGTCCTCTTTCGAAAGCTAAGAT 

GACCATGCGCCCTTTCCTCTGTACATATACCCTTAAGAACGCCCCCTCCACACACTGCCCCC 

CAGTATATGCCGCATTGTACTGCTGTGTTATATGCTATGTACATGTCAGAAACCATTAGCAT 

TGCATGCAGGTTTCATATTCTTTCTAAGATGGAAAGTAATAAAATATATTTGAAATGTAAAA 
AAAAAAAAAAA 



BNSOOCIO: ■sWO__00S37S6A2J_*. 



7 ?i '(i 2- 



WO 00/53756 



PCT/USOO/04341 



FIGURE UQ 

MSLLPRRAPPVSMRLLAAALLLLLLALYTARVDGSKCKCSRKGPKIRYSDVKKLEMKPKYPH 
CEEKMVI ITTKSVSRYRGQEHCLHPKLQSTKRFIKWYNAWNEKRRVYEE 

Signal sequence : 

amino acids- 1-34 



BNSDOCID. <WO 0053756A2_L> 



WO 00/53756 



PCT/US00/04341 



FIGURE IRQ 

o^^^^i^^E^l?^T TCACCCTCA TTGACAGCCAAGCACAGTATCCAGTTGTCAACACAAATTATGG 



:gaaatac 

VTCTGGTT 
VTCTACGT 



TA^CCGCCAATTTGGATACTTTrATra^r^ 



ACCGC 



^ A S A £ G 5 GG £ GGAAA ^ CCCTG ^^^ 

* rn rp /■•> rp — — — — — 

'TTCC 

™ G ^ C ™ CCAAGAACGAGG TC^ 



^m^^?^^ A ™? A ^?? A ?TT?^^^ AGGA ^^^^'^^TCATTCACACAAAACCCAACCGCTTTGAAGAAGTGGCCTG 



^^^GC^CTGGTTG^^^ 

TCCCGCCAAGATATGGCC 
T C AC AAAAC AG G G C CT G A 

GCGcSI^^ 



^ GC ^ AG ^ CC £ AGAGAAACA P C ^^^ 

3aggctcacctgcccgccaga 
:accatcaccatgattccaaa 



;gcag; 

?TTCTG 
U3GCCC 

*riATTAC 

^S^S^TPP^^ctctccttaagtgaagaaagagtcaatgagattttgcccagcacatggagctgtaatccag 



GA ^I AAGA S A ™I G e AAA ^ GGCAG TCAT.CCCATCCCGGCAGACCCT.TATCGTTGGTGTTTTCCAGTATTAC 

TTAAAATAAC 



^?I^r CTGaCCfcTMfe ™ TGTGMM ™ CR CMTTCTGTi^™^^ 



TCTGTGCAAAGAG 



BNSDOCID: <WO 0053756A2_I_> 



WO 00/53756 



PCT/US00/04341 



FIGURE 1R1 



MLNSNVLLWLTALAIKFTLIDSQAQYPVVNTNYGKIRGLRTPLPNEILGPVEQYLGVPYASP 

PTGERRFQPPEPPSSWTGIRNTTQFAAVCPQHLDERSLLHDMLPIWFTANLDTLMTYVQDQN 

EDCLYLNI YVPTEDGANTKKNADDITSNDRGEDEDIHDQNSKKPVMVYIHGGSYMEGTGNMI 

DGSILASYGNVIVITINYRLGILGFLSTGDQAAKGNYGLLDQIQALRWIEENVGAFGGDPKR 

VTIFGSGAGASCVSLLTLSHYSEGLFQKAI IQSGTALSSWAVNYQPAKYTRILADKVGCNML 

DTTDMVECLRNKNYKELIQQTITPATYHIAFGPVIDGDVIPDDPQILMEQGEFLNYDIMLGV 

NQGEGLKFVDGIVDNEDGVTPNDFDFSVSNFVDNLYGYPEGKDTLRETIKFMYTDWADKENP 

ETRRKTLVALFTDHQWVAPAVAADLHAQYGSPTYFYAFYHHCQSEMKPSWADSAHGDEVPYV 

FGIPMIGPTELFS.CNFSKNDVMLSAVVMTYWTNFAKTGDPNQPVPQDTKFIHTKPNRFEEVA 

WSKYNP.KDQLYLHIGLKPRYRDHYRATKyAFWLELVPHLHNLNEIFQYVSTTTKVPPPDMTS 

FPYGTRRSPAKIWPTTKRPAITPANNPKHSKDPHKTGPEDTTVLIETKRDYSTELSVTIAVG 

ASLLFLNILAFAALYYKKDKRRHETHRRPSPQRNTTNDIAHIQNEEIMSLQMKQLEHDHECE 
SLQAHPTLRLTCPPDYTLTLR 

LPHGHSTTRV . 

Signal sequence: 

amino, acids 1-2.4 ._ 

Transmembrane domains : 

amino, acids. IS 9-2.04, 675-692. 




BNSDOCID: <WO__00S37SeA2_l_> 



WO 00/53756 



PCT/US00/04341 



GGGAAAGATGGCGGCGACTCTGGGACCCCTTGGGTCGTGGCAGCAGTGGCGGCGATGTTTGT 

^A^CTATGATCATGAGCGGGATGGGCGGCCTACAGAGCTGGGAGGGTGCACAGCC^ATTGTCC 

GCAATCTTCATTACGACACCTTCCTGGTGATTCGCT-ACGTCAAGAGGCATT?G^ 

ATGGATATTGATGGCAAGCATGAGTGGAGGGACTGCATTG^^^ 

G ^ GGCTACTACT7CGGC ^^ 

™S22^ GTTGr ™^ 



CCTGAGTGGCCTGGCCCTCTTCCTCA-TCGTCT^ 

TAGTCATTGGTATCATACTCTACAACAAATGGCAGGAACAGAGCCGAAAGCGC^ 



5GAGGCACTG 

TCACTGGAGTTTTGAATGCAGGGACCCCGCAiTCC^A^^ 
CTGGTCTGGGAAGCCACCCACCCCAGGGCAATGCTGCTG^^ 

TTCCATGTGG«^GeAGAGGTGTGaAGAGaATrtACGTGGWGTlaTG?c^?^^c 

:attcgttgggtt 



«^GGCATTTGGATGqCTCTCTG^^ 
TGGCCTTCATTAGGTGGCCCTAGGGAGATGG 

GGGTCTTGGGTCTATTGGCATGTCCATGGCCTTCCCAATGAAGTCTG*^GGCCCTCAGTG 

aagtttggctaaaggttggtg-taa^tcaagagaagcctgIaaSc^ 

GATTAGCTGTGCAACTGACCAGCTGCAGGTTTGATGAAAGCAAAAGCAAkiTTGTCM 



tacgatttttggaatccgactttgagtgctgaaagtgtaaggaagctttcttcttaca???? 

GGGCTTGGATATTGCCCAGAGAAGAAATTTGGCTTTTTTTTTCTTAATGGACAAGAGACAGT 

^ G s G r cTCATGTTccAAGTcTGAGAGcAAcAGAccc T 

CACTGTCATTGAGGAGCACAGCCTGAGTGCTGGCCTCTGTCAACCCTTATTCCACTrrrTfA 

agtctccttggagggcctggaactctgagtcctcctatgaacctctgtagcctaaatgaaat 

^I AAAATCACCGATGGAA CCAAAAAAAAAAAAAAAAAGGG 
ACCTGCAGTAGGGATAACAGGGTAATAAGCTTGGCCGCCATGG 



WO 00/53756 



PCT/US00/04341 



FIGURE 1^ 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA50911 
xsubunit l'of 1, 348 aa, 1 stop 
XMW: 39711, pi: 8.70, NX(S/T): 1 

MAATLGPLGSWQQWRRCLSARDGSRMLLLLLLLGSGQGPQQVGAGQTFEYLKREHSLSKPYQ 

GVGTGSSSLWNLMGNAMVMTQYIRLTPDMQSKQGALWNRVPCFLRDWELQVHFKIHGQGKKN 

LHGDGLAIWYTKDRMQPGPVFGNMDKFVGLGVFVDTYPNEEKQQERVFPYISAMVNNGSLSY 

DHERDGRPTELGGCTAIVRNLHYDTFLVIRYVKRHLTIMMDIDGKHEWRDCIEVPGVRLPRG 

YYFGTSSITGDLSDNHDVISLKLFELTVERTPEEEKLHRDVFLPSVDNMKLPEMTAPLPPLS 
GLALFLIVFFSLVFSVFAIVIGIILYNKWQEQSRKRFY 

Signal sequence: 

amino, acids 1-38 : ■ . .. ■ 

Transmembrane domain: 

amino- acids- 310-329- * . . 



BNSDOCID: <WO 0063756A2_I_> 



WO 00/53756 



PCT/US00/04341 



FIGURE 154 



TCCGCAACCGCTTCT 

^cctgatcccggtgt 

cagaccccgtttatgaagctcttttgtactgca^ca^^ 



KSgSgSgg^ 



^GACCCATCAGATCGAGGATGAAA 

bsebbbbS 



^^^^^^ 



AG ^I TTGCTATtAGGTAGTTTACAGATCTTT ATAAGGTGTTTTATATATTAGAAGCAATTATAATTArATrTr 
TGATTTCTGAACTAATGGTGCTAATTCAGAGAAATGGAAAGTGAAAGTGAGATTCTCT 
™CTTTTTCTCTTTGTTTTTGT^ 



CTCTGTTGTCATCGGCATTCC 



i3756A2 I > 



WO 00/53756 



PCT/US00/04341 




xsubunit 1 .of I, 480 aa, 1 stop 
XMW: 55240, pi: 9.30, NX(S/T): 2 

MLFRNRFLLLLALAALLAFVSLSLQFFHLI PVSTPKNGMSSKSRKRIMPDPVTEPPVTDPVY 
EALLYCNIPSVAERSMEGHAPHHFKLVSVHVFIRHGDRYPLYVI PKTKRPEIDCTLVANRKP 
YHPKLEAFISHMSKGSGASFESPLNSLPLYPNHPLCEMGELTQTGVVQHLQNGQLLRDIYLK' 
KHKLLPNDWSA.DQLYLETTGKSRTLQSGLALLYGFLPDFDWKKI YFRHQPSALFCSGSCYCP 
VRNQYLEKEQRRQYLLR.LKNSQLEKTYGEMAKIVDVPTKQLRAANPIDSMLCHFCHNVSFPC 
TRNGCyDMEHF.KVIKTHQIEDERERREKKLY-FG-YSLLGAHPILNQTIGRMQRATEGRKEELF 
ALYSAHDVTLSPVLSALGLSEARFPRFAARLIFELWQDREKPSEHSVRILYNGVDVTFHTSF 
CQpHHKRSPKPMCPLENLVRFVKRDMFVALGGSGTNYYDACHREGF 

Signal sequence : 

amino acids 1-18 - 



BNSDOCID: <WO. 




WO 00/53756 



PCT/USOO/04341 



1J 



AAAAAAGCTCACTAAAGTTTCTATTAGAGCGAATACGGTAGATTTCCATCCCCTTTTGAAGAACAGTACTGTGGA 

GCCGCTGTTCACCAATCGGGGAGAGAAAAGCGGAGATCCTGCTCGCCTTGCACGCGCCTGAAGCACAAAGCAGAT 
AGCTAGGAATGAACCATCCCTGGGAGTATGTGGAAACAACGGAGGAGCTC^ 

gggcgaaggaactgctcctgacttcagtggttaagggcagaattgaaaataattctggaggaagataaS 
^cacccagatacgcta™ 

^^^^ gccccgggagctcgcggagcgc ggagtccgcatcatccccagaggtaggacgcagcttttcgccct 
gaatccgcgcagcggcagcttggtcacggcgggcaggatagaccgggaggagctctgtatgggggccatcaagtg 

TCAATTAAATCTAGACATTCTGATGGAGGATAAAGTGAAAATA^ 

CCCTCTACCeCACGCCTGGGATCCGGATATCGGGAAGAACTCTCTGCAGAGCTACGAGCTCAGCCCGAACACTGA 

GG ^ G ^ GGC T GG TCACCACCTGGTCCTTACGGCCTCCG?feGGGGCGACCCGGTGCGC^ 
r A ^ C nS^^ GGTTCTGGATGCG ^ CSAe ^ CGGACCAGCGTTT 

GGAGAATCTGGCCTTGGGCACGCAGCTGCTTGTAGTCAACGCTACCGACCCTGACGAAGGAGTCAATGCGGAAGT 
GAGGTATTCCTT.CGGGTATGTGGACGACAAGGCGGCCCAAGTTTTCAAACTAGATTGTAATTCAGGGACAATATC 



TTCTGCGCGAGCCAAAGTeCTGATCACTGTTCTGGAeGTGAACGACAATGCCCCAGAAGTGGTCCTCACCTCTCT 
CGCCAGCTCGGTTCCCGAAAACTCTCCCAGAGGGACATTAATTGCCCTTTTAAATGTAA^ 



J A ^^ A ^^ A S AGACATAGTCTTGGATAGGGAACAGGTTCC ^ AG "^ 

TGACCGCCCA 



G I GG ^ AGG ^PCOTC^CTCCGACACTGGGGTAC 

G ^ G ^ AA oJ GAAAGTGATGGCGCGGGACAACGGGCACCCGCCCCTCAGCAGG AACGTGTCG 
GG ^ GGAGGAGAAGGACAATGCGCCCGAGATCCTG TACCCCGCCCT 

GGCTCCCCGCTCCGCAGAGCCCGGCTACCTGGTGACCAAGGTGGTGGCGGTGGACAGAGACTCCGGCCAGAACGC 
^ GG ^ G ^ GCTACCGTCTGCTCAAGGCCAGGG AGCCGGGACTCTTCTCGGTGGGTCTGCACACGGGCGAGGTGCG 
CACGGCGCGAGCCCTGCTGGACAGAGACGCGCTCAAGCAGAGCCTCGTAGTGGCCGTCCAGGACCACGGCCAGCC 



GG I GGAGTCTCCAGCTAACTCTGAAACCTCAGAG CTCACTCTGTACCTGGTGGTAGCGGTGG 

CGTCTTCCTGGCCTTCGTCATCTTGCfGCTGGCGCTCAGGCTGCGGCGCTGGCACAAGTCACGCCTGCTGCAGGC 

TTCAGGAGGCGGCTTGACAGGAGCGCCGGCGTCGCACTTTGTGGGCGTGGACGGGGTGCAGGCTTTCCTGCAGAC 

CTATTCCCACGAGGTTTCCCTCACCACGGACTCGCGGAAGAGTCACCTGATCTTCCCCCAGCCCAACTATGCAGA 

CATGCTCGTCAGCCAGGAGAGCTTTGAAAAAAGCGAGCCCCTTTTGCTGTCAGGTGATTCGGTATTTTCTAAAGA 

CAGTCATGGGTTAATTGAGGTGAGTTTATATCAAATCTTCTTTCTTTTTTTTTTTAATTGCTCTGTCTCCCAAGC 

TGGAGTGCAGCGGTACGATCATAGCTCACTGCGGCCTCAAACTCCTAGGCTCAAGCAATTATCCCACCTTTGCCT 

CCGGTGTAACAGGGACTACAGGTGCAAGCCACCTACTGTCTGCCTATCTATCTATCTATCTATCTATCTATCTAT 

CTATCTATCTATCTATCTATTACTTTCTTGTACAGACGGGAGTCTCACGCCTGTAATCCCAGTACTTTGGGAGGC 

CGAGGCGGGTGGATCACCTGAGGTTGGGAGTTTGAGACCAGCCTGACCAACATGGAGAAACCCCGTCTATACTAA 

AAAAATACAAAATTAGCCGGGCGTGGTGGTGCATGTCTGTAATCCCAGCTACTTGGGAGGCTGAGTCAGGAGAAT 

TGCTTTAACCTGGGAGGTGGAGGTTGCAATGAGCTGAGATTGTGCCATTGCACTCCAGCCTGGGCAACAAGAGTG 
AAACTCTATCTCA 



WO 00/53756 



PCT/US00/04341 




XMW: 100204, pi: 4.92, NX (S/T) : 4 

MIPARLHRDYKGLVLLGILLGTLWETGCTQIRYSVPEELEKGSRVGDISRDLGLEPRELAER 
GVRI I PRGRTQLFALNPRSGSLVTAGRI DREELCMGAIKCQLNLDILMEDKVKI YGVEVEVR 
DINDNAPYFRESELEIKISENAATEMRFPLPHAWDPDIGKNSLQSYELSPNTHFSLIVQNGA - 
DGSKYPELVLKRALDREEKAAHHLVLTASDGGDPVRTGTARIRVMVLDANDNAPAFAQPEYR 
ASVPENLALGTQLLWNATDPDEGVNAEVRYSFRYVDDKAAQVFKLDCNSGTISTIGELDHE 
ESGFYQMEVQAMDNAGYSARAKVLITVLDVN DNAPEWLTSLASSVPENSPRGTLIALLNVN 

DQDSEENGQVICFIQGNLPFKLEKS YGNYYSLVTDIVLDREQVPSYNITVTATDRGT.PPLST 

ETHISLNVADTNDNPPVFPQASYSAYIPENNPRGVSLVSVTAHDPDCEENAQITYSLAENTI 

QGASLSSYVSINSDTGVLYALSSFDYEQFRDLQVKVMARDNGHPPLSSNVSLSLFVLDQNDN 

APEILYPALPTDGSTGVELAPRSAEPGYLVTKVVAVDRDSGQNAWLSYRLLKASEPGLFSVG ' 

LHTGEVRTARALLDRDALKQSLVVAVQDHGQPPLSATVTLTVAVADSIPQVLADLGSLESPA 

NSETSDLTLYIiVVAVAAVSCVFLAFVILLLALRLRRWHKSRLLQASGGGLTGAPASHFVGVD 

GVQAFLQTYSHEVSLTTDSRKSHLIFPQPNYADMLVSQESFEKSEPLLLSGDSVFSKDSHGL 

IEVSLYQIFFLFFFNCSVSQAGVQRYDHSSLRPQTPRLKQLSHLCLRCNRDYRCKPPTVCLS 

I YLS I YLS I YLS I YLLLSCT DGSLTPVI PVLWEAEAGGS PEVGSLRPA 

Signal sequence : 

amino acids 1-30 

Transmembrane domains : 

amino acids 693-711, 809-823, 869-888 




BNSDOCtD: <WO. 



_0053756A2J_> 



WO 00/53756 



PCT/USOO/04341 



FXGOBJS 15 



CCCAGGCTCTAGTGCAGGAGGAGAAGGAGGAGGAGCAGGAGGTGGAGATTCCCAGTTAAAAG 
GCTCCAGAATCGTGTACCAGGCAGAGAACTGAAGTACTGGGGCCTCCTCCACTGGGTCCGAA 
TCAGTAGGTGACCCCGCCCCTGGATTCTGGAAGACCTCACCATGGGACGCCCCCGACCTCGT 
GCGGCCAAGACGTGGATGTTCCTGCTCTTGCTGGGGGGAGCCTGGGCAGGACACTCCAGGGC 

acaggaggacaaggtgctgggg'ggtcatgagtgccaaccccattcgcaggcttggcaggcgg 

CCTTGTTCCAGGGCCAGCAACTAGTCTGTGGCGGTGTCCTTGTAGGTGGCAACTGGGTCCTT 

acagctgcccactgtaaaaaaccgaaatacacagtacgcctgggagaccacagcctacagaa 

TAAAGATGGCCCAGAGCAAGAAATACGTGTGGTTCAGTCCATCCCACACCCCTGCTACAACA 

gcagcgatgtggaggaccacaaccatgatctgatgcttcttcaactgcgtgaccaggcatcc 

CTGGGGTCCAAAGTGAAGCCGATCAGCCTGGCAGATCATTGCACCCAGCCTGGCCAGAAGTG 
CACCGTCTCAGGCTGGGGC-ACTG-TCACCAGT 

gtgcagaagtaa^aatctttcgggagaAgaagtgtgaggatgcttaCccggggcagatcaca 
gatggcatggtctgtgcaggcagcagcaaaggggctgacacgtgccaGggcgattctggagg 

CCCCCTGGTGTGTGATGGTGCACTCCAGGGeATCACAT€CTGGGGCTCAGACCCCTGTGGGA 

ggtccgacaaacctggcgtgtataccaacatctggcgctacctggagtggatcaagaagatc 

ATAGGCAGCAAGGGCTGATTCTAGGATAAGCAGTAGATCTCCCTTAATAAACTCACAACTCT 



CTGGTTC 




BNSDOCID: <WO 0OS3756A2_l_> 



WO 00/53756 



PCT/US00/04341 



FIGURE IRQ 



</usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA48336 
<subunit 1 of 1, 260 aa, 1 stop 

<MW: 28048, pi: 7.87, NX(S/T): 1 

MGRPRPRAAKTWMFLLLLGGAWAGHSRAQEDKVLGGHECQPHSQPWQAALFQGQQLLCGGVL 
VGGNWVLTAAHCKKPKYTVRLGDHSLQNKDGPEQEIPWQSIPH-PCYNSSDVEDHNHDLMLL 
QLRDQASLGSKVKPISLADHCTQPGQKCTVSGWGTVTSPRENFPDTLNCAEVKIFPQKKCED 

AYPGQITDGMVCAGSSKGADTCQGDSGGPLVCDGALQGITSWGSDPCGRSDKPGVYTNICRY 

LDWIKKIIGSKG - ' ' _ 

i 

Important Features : 
Signal peptide: 

amino acids 1-23 . " 

Tr an smembr ane domain: 

amino acids :53>71 

N-glycosylation site. 

amino acids 110-113 

Serine proteases, trypsin family, histidine active site. 

amino acids 69-74 and 207-217 

Tyrosine kinase phosphorylation site. 

amino acids 182-188 

Kringle domain proteins motif 

amino acids 205-217 




BNSDOCID: <WO 0053756A2J_> 
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PCT/US00/04341 



GGCGCCGGTGCACCGGGCGGGCTGAGCGCCTCGTGCGGCCCGGCCTGCGCGCCCCGGCCCGC 
CGCGCCGCCCACGCCCCAACCCCGGCCCGCGCCCCCTAGCCCCCGCCCGGGCCCGCGCCCGC 
GCCCGCGCCCAGGTGAGCGCTCCGCCCGCCGCGAGGCCCCGCCCCGGCCCGCCCCCGCCCCG 
CCCCGGCCGGCGGGGGAACCGGGCGGATTCCTCGCGCGTCAAACCACCTGATCCCATAAAAC 
AT.TCATCCTCCCGGCGGCCCGCGCTGCGAGCGCCCCGGCAGTCCGCGCCGCCGCCGCCCTCG 
^?^^ CCCTGCGCGCCCTGC GCACCCGCGGCCCGAGCCCAGCCAGAGCCGGGCGGAGC 
S G 5 GCGCGCCGAGCCTCGTCCCGCG GCCGGGCCGGGGCCGGGCCGTAGCGGCGGCGCCTGGA 
TGCGGACCCGGCCGCGGGGAGACGGGCGCCCGCCCCGAAACGACTTTCAGTCCCCGACGCGC 
CCCGCCCAACCCCTACGATGAAGAGGGCGTCCGCTGGAGGGAGCCGGCTGCTGGCATGGGTG 
CTGTGGCT.GCAGGCCTGGCAGGTGGCAGCCCCATGCCCAGGTGCCTGCGTATGCTACAATGA 
GCCCAAGGTGACGACAAGCTGCCCCCAGCAGGGCCTGCAGGCTGTGCCCGTGGGCATCCCTG 
CTGCCAGCCAGCGGATCTTCCTGCACGGCAACCGCATCTCGGATGTGCCAGCTGCCAGCTTC 
CGTGCCTGCCGCAACCTCACCATCCTGTGGCTGCACTCGAATGTGCTGGCCCGAATTGATGC 
:GGCTGCCTTCAGTGGCCTGGCCCTCCTGGAGCAGCTGGACCTCAGCGATAATGCACAGCTCC 

:tggaccgc 



CCTGeAGGACAACGCGCT.GCAGGCAGTGC.CTGATGACACGTTCCGGGACCTGGGCAACCTCA 

.cacacctcttcctgcacggcaaccgcatctccagcgtgcccgagcgcgccttccgtgggctg 

.CACAGCCTCGACCGTCTCCTACTGCACGAGAACCGCGTGGCCCATGTGCACCCGCA'TGCCTT 

.ccgtgaccttggccgcctcatgacactctatctgtttgccaacaatctatcagcggtgccca 
E^ gaggggg ^ gggggggg ^ ggg ^gccctgcagtacctgaggctcaacgacaacccctgggtg 
tgtgactgccgggcacgcccactctgggcctggctgcAgaagttccgcgggtcctcctccga 



.ACCTGCAGGGCTGCGCTGTGGGCACGGGCCCTTACCATCCCATCTGGACeGGCAGGGCCACC 

gatgaggagccgctggggcttcccaagtgctgccagccagatgccgctgacaaggcctcagt 

ACTGGAGCCTGGAAGACCAGCTTCGGCAGGCAATGCGCTGAAGGGACGCGTGCCGCCCGGTG 

acagcccgccgggcaacggctctggcccaggggacatcaatgactcaccctttgggactctg 
cctggctctgctgagcccccgctcactgcagtgcggcccga'gggctccgagccaccagggtt 



oGCTC^\GGTGCC 

ctagccagcctcacctgcagcctcacccccctgggcctggcgctggtgc"tgtggacagtgct 
tgggccctgctgacccccagcggacacaagagcgtgctcagcagccaggtgtgtgtacatac 
ggggtctctctccaggccgccaagccagccgggcggccgacccgtggggcaggccaggccag 
gtcctccctgatgga'cgcctgccgcccgccacccccatctccaccccaTcatgtttacaggg 
ttcggcggcagcgtttgttccagaacgccgcctcccacccagatcgcggtatatagagatat 

GCATTTTATTTTACTTGTGTAAAAATAtCGGACGACGTGGAATAAAGAGCTCTTTTCTTAAA 



BNSDOCID: <WO 0053756A2J_> 
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XMW: 50708, pi: 9.28, NX(S/T): 6 

MKRASAGGSRLLAWVLWLQAWQVAAPCPGACVCYNEPKVTTSCPQQGLQAVPVGIPAASQRI 
FLHGNRISHVPAASFRACRNLTILWLHSNVLARIDAAAFTGLALLEQLDLSDNAQLRSVDPA 
TFHGLGRLHTLHLDRCGLQELGPGLFRGLAALQYLYLQDNALQALPDDTFRDLGNLTHLFLH 
GNRISSVPERAFRGLHSLDRLLLHQNRVAHVHPHAFRDLGRLMTLYLFANNLSALPTEALAP 
LRALQYLRLNDNPWVCDCRARPLWAWLQKFRGSSSEVPCSLPQRLAGRDLKRLAANDLQGCA 
VATGPYHPIWTGRATDEEPLGLPKCCQPDAADKASVLEPGRPASAGNALKGRVPPGDSPPGN 
GSGPRHINDSPFGTLPGSAEPPLTAVRPEGSEPPGFPTSGPRRRPGCSRKNRTRSHCRLGQA 
GSGGGGTGDSEGSGALPSLTCSLTPLGLALVLWTVLGPC 



amino acids 1-26 

Leucine zipper pattern. 

amino acids 135-156 

Glycosaminoglycan attachment site. 

amino acids 436-439 

N-glycosylation site. 

amino acids 82-85, 179-183, 237-240, 372-375 and 423-426 

VWFC domain 

amino acids 411-425 






' BNSDOCID: <WO 00537 56 A2_L> 
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FIQORTS! 1 <K9 

GGAAGTCCACGGGGAGCTTGGATGCCAAAGGGAGGACGGCTGGGTCCTCTGGAGAGGACTAC 
TCACTGGCATATTTCTGAGGTATCTGTAGAATAACCACAGCCTCAGATACTGG^ 

AGG^^ 

JI^S™ GGG ^ C ^ CTACATT TGCAGCTCAAT.CAGGAGACCGCGGATTTGTTGCTAAAT 

gagaaattggaccgtgaggatctgtgcggtcacacagagccctgtgtgctacgtttcca^t 

GTTGCTAGAGAGTCCCTTCGAGTTTTTTCAAGCTGAGCTGCAAGTAATAGA^ 
A ^ C ? CCAG ? A ? TTCT ^ 



TJTAATCAGCCCCAACra^^ 

CTCACAGCACTGGATGGTGGCTCTCCGCCCAGATCTGGCACTGCTCAGG^TGTAC^ATCGAAGT 
^^^^^^ 



AACGGAGAGATTTCCTATTCACTTTTCC^ 

CAATCCCTTGACAGGAGAAATTGAACTAAAAAAACAACTCGATTTCGA^ 

ATGAAGTCAATATTGAGGCAAGAGATGCTGGAACCTTTTC^ 

GA ^ G T GATAGATG TGAACGACCATGCCCCAGAAGTTACCA^ 

ACCTGAGAACGCGCCTGAAACTGTGGTTGCACTTTTCAGTGTTTCAGATCTT6A A ?S^ 

aaaatgggaaaattagttgctccattcaggaggatctaccc^ 

^TTTACACCCTACTAACGGAGAGACCACTAGACAGAGAAAG^^ 

CACTATCACTGTCACTGACTTGGGGACCCCTATGCTGATAACACAGdTCA^TA^ 

TGATCGGCGATGTCAATGACAACGCTCCCGCCTTGACCCAAA^ 

CGCGAGAACAACAGCCCCGCCCTGCACATCCGCAGCGTCAGCGCTACAGACAGA^ 
S A ^ AACGCCCAGGTCACCTACTCGCTGCTGCCG 

CCCTGGTCTCCATCAACGCGGACAAGGGCCACCTGTTCGCCCTCAGGTCTCTGGACT 
GGCG ^ G 5 GGGGMCCAGTTCG GCGTG^GCGCTTCAGACCA 



CGGTGCAGAACGGCTCCGCGCCCTGeACCGAGrT^ 

CTGGTGACCAAGGTGGTGGCGGTGGACGGCGACTCGGGCCAGAACGCCTGGCTGTCGTA^ 



CC SSS™ CTGCTGAGCGA ^ 

AATGGCGAGCCTCCGCGCTCGGCCACCGCCACGCTGCACGTGCTCCTGGTGGACGGCTTCTC 



TCTACCTGGTGGTGGCGTTGGGCTCGGHGTCTTCGCTCTTCCTCTTTTCGGTGCTCCTGTTC 

GTGGCGGTGCGGCTGTGTAGGAGGAGCAGGGCGGCCTCGGTGGGTCGCTGCTTGGTGicC^ 

GGGCCCCCTTCCAGGGCATCTTGTGGACATGAGCGGCACCAGGACCCTATCCCAGAGCTACC 

AGTATGAGGTGTGTCTGGCAGGAGGCTCAGGGACGAATGAGTTCAAGTTCCTGAAGCCGATT 

ATCCCCAACTTCCCTCCCCAGTGCCCTGGGAAAGAAATACAAGGAAATTCTAeCTTCCCCAA 

TAACTTTGGGTTCAATATTCAG^CCATAGTTGACTTTTACATTCCATAGGTATTTTATTT 

TGTGGGATTTCCATGCCAATGTTTATTTCCCCCAATTTGTGTGTATGTAATATTGTACGGAT 

^TGGT^f^ 
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FIGURE 161 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA4 8314 
<subunit 1 of 1, 798 aa, 1 stop 
<MW: 87552, pi: 4.84, NX(S/T): 5 

MEASGKLICRQRQVLFSFLLLGLSLAGAAEPRSYSVVEETEGSSFVTNLAKDLGLEQREFSR 

RGVRVVSRGNKLHLQLNQETADLLLNEKLDREDLCGHTEPCVLRFQVLLESPFEFFQAELQV 

IDINDHSPVFLDKQMLVKVSESSPPGTTFPLKNAEDL DVGQNNIENYI ISPNSYFRVLTRKR 

SDGRKYPELVLDKALDREEEAELRLTLTALDGGSPPRSGTAQVYIEVLDVNDNAPEFEQPFY 

RVQISEDSPVGFLVVKVSATDVDTGVNGEISYSLFQASEEIGKTFKINPLTGEIELKKQLDF 

EKLQSYEVNIEARDAGTFSGKCTVLIQVI DVNDHAPEVTMSAFTSPIPENAPETVVALFSVS 

DLDSGENGKISCSIQEDLPFLLKSAENFYTLLTERPLDRESRAEYNITITVTDLGTPMLITQ 

LNMTVLIADVNDNAPAFTQTSYTLFVRENNSPALHIRSVSATDRDSGTNAQVTYSLLPPQDP 

HLPLTSLVSINADNGHLFALRSLDYEALQGFQFRVGASDHGSPALSSEALVRVVVLDANDNS 

PFVLYPLQNGSAPCTELVPRAAEPGYLVTKVVAVDGDSGQNAWLSYQLLKATELGLFGVWAH 

NGEVRTARLLSERDAAKHRLVVLVKDNGEPPRSATATLHVLLVDGFSQPYLPLPEAAPTQAQ 

ADLLTVYLVVALASVSSLFLFSVLLFVAVRLCRRSRAASVGRCLVPEGPLPGHLVDMSGTRT . 

LSQSYQYEVCLAGGSGTNEFKFLKPIIPNFPPQCPGKEIQGNSTFPNNFGFNIQ 

Important features: 
Signal peptide : 

amino acids 1-26 

Transmembrane domain: 

amino acids 685-712 

Cadherins extracellular repeated domain signature. 

amino acids 122-132, 231-241, 336-346, 439-449 and 549-559 

ATP/GTP-binding site motif A (P-loop) . 

amino acids 285-292 

N-glycosylation site. 

amino acids 418-421, 436-439, 567-570 and 786-789 



BNSDOCID: <WO 00S37S8A2_I_> 
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ACCCACGCGTCCGCCCACGCGTCCGCCCACGCGTCCGCCCACGCGTCCGCGCGTAGCCGTGC 
GCCGATTGCCTCTCGGCCTGGGCAATGGTCCCGGCTGCCGGTCGACGACCGCCCCGCGTCAT 
GCGGCTCCTCGGCTGGTGGCAAGTATTGCTGTGGGTGCTGGGACTTCCCGTCCGCGGCGTGG 
AGGTTGeAGAGGAAAGTGGTCGCTTATGGTCAGAGGAGCAGCCTGCTCAGCCTCTCCAGGTG 
GGGGCTGTGTAeCTGGGTGAGGAGGAGCTCCTGCATGACCCGATGGGCCAGGACAGGGCAGC 
AGAAGAGGCCAATGCGGTGCTGGGGCTGGACACCCAAGGCGATCACATGGTGATGCTGTCTG 
TGATTCCTGGGGAAGCTGAGGACAAAGTGAGTTCAGAGCCTAGCGGCGTCACCTGTGGTGCT 
GGAGGAGCGGAGGACTCAAGGTGCAACGTCCGAGAGAGCCTTTTCTCTCTGGATGGCGCTGG 

agcacacttccctgacagagaagaggagtattacacagagccagaagtggcg'gaatctgacg 

CAGCCCCGACAGAGGACTCCAATAACACTGAAAGTCTGAAATCCCCAAAGGTGAACTGTGAG 

gagagaaacattacaggattagaaaatttcactctgaaaattttaaatatgtcacaggacct 
tatggattttctgaacccaaacggtagtgactgtactctagtcctgttttacaccccgtggt 

GCCGCTTTTCTGCCAGTTTGGCCCCTCACTTTAACTCTCTGCCCCGGGCATTTCCAGCTCTT 
CACTTTTTGGCACTGGATGCATCTCAGCACAGCAGCCTTTCTACCAGGTTTGGCACCGTAGC 

tgttcctaatattttattatttcaaggagctaaaccaatggccagatttaatcatacagatc 

GAACACTGGAAACACTGAAAATCTTCATTTTTAATCAGACAGGTATAGAAGCCAAGAAGAAT 

gtggtggtaactcaagccgaccaaataggccctcttcccagcactttgataaaaagtgtgga 
ctggttgcttgtattttccttattctttttaattagttttattatgtatgctaccattcgaa 

CTGAGAGTATTCGGTGGCTAATTCCAGGACAAGAGCAGGAACATGTGGAGTASTGATGGTCT 

GAAAGAAGTTGGAAAGAGGAACTTCAATCCTTCGTTTCAGAAATTAGTGCTACAGTTTCATA 

CATTTTCTCCAGTGACGTGTTGACTTGAAACTTCAGGCAGATTAAAAGAATCATTTGTTGAA 

CAACTGAATGTATAAAAAAATTATAAACTGGTGTTTTAACTAGTATTGCAATAAGCAAATGC 
AAAAAT AT T CAAT AG 
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FIGURE 165 

></usr/seqdb2/sst/DNA/Dnaseqs .min/ss . DNA48333 
Xsubunit 1 of 1, 360 aa, l stop 
><MW: 39885, pi: 4..79, NX(S/T): 7 

MVP/^GRRPPRVMRLLGWWQVLLWVLGLPVRGVEVAEESGRLWSEEQPAHPLQVGAVYLGEE 

ELLHDPMGQDRAAEEANAVLGLDTQGDHMVMLSVIPGEAEDKVSSEPSGVTCGAGGAEDSRC * 

NVRESLFSLDGAGAHFPDREEEYYTEPEVAESDAAPTEDSNNTESLKSPKVNCEERNITGLE 

NFTLKILNMSQDLMDFLNPNGSDCTLVLFYTPWCRFSASLAPHFNSLPRAFPALHFLALDAS 

QHSSLSTRFGTVAVPNILLFQGAKPMARFNHTDRTLETLKIFIFNQTGIEAKKNVWTQADQ 

IGPLPSTLIKSVDWLLVFSLFFLISFIMYATIRTESIRWLIPGQEQEHVE 

Important features : 
Signal peptide : 

amino acids 1-25 

Transmembrane domain: 

amino acids 321-340 

Homologous region to dilsufide isomerase 

amino acids 212-302 

N-glycosylation site. 

amino acids 165-168, 181-184, 187-190, 194-197, 206-209, 278-281 
and 293-296 

Thioredoxin domain 

amino acids 211-227 



BNSDOCID: <WO 0053756A2_I_> 
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FIGURE IfiS 

CCCGGCTCCGCTCCCTCTGCCCCCTCGGGGTCGCGCGCCCACGATGCTGCAGGGCCCTGGCT 
CGCTGCTGCTGCTCTTCCTCGCCTCGCACTGCTGCCTGGGqTCGGCGCGCGGGCTCTTCCTC 
TTTGGCCAGCCCGACTTCTCCTACAAGCGCAGCAATTGCAAGCCCATCCCGGTCAACCTGCA 
GCTGTGCCACGGCATCGAATACCAGAACATGCGGCTGCCCAACCTGCTGGGCCACGAGACCA 
TGAAGGAGGTGCTGGAGCAGGCCGGCGCTTGGATCCCGCTGGTCATGAAGCAGTGCCACCCG 
GACACCAAGAAGTTCCTG.TGCTCGCTCTTCGCCCCCGTCTGCC.TCGATGACCTAGACGAGAC 
CATeCAGCCATGCCACTCGCTCTGGGTG<^GGTGAAGGACCGCTGCGCCCCGGTCATGTCCG 

ccttcggcttcccctggcccgacatggttgagtgg^ggtttcccccag'gacaacgacctt 

TGCATCCCCCTGGCTAGCAGCGACGACCTGGTG^ 

TGAAGCCTGCAAAAATAAAAATGATGATGACAACGACATAATGGAAACGCTTTGTAAAAA 
ATTTTGCACTGAAAATAAAAGTGAAGGAGAT 

CTGGAGACCAAGAGCAAGACCATTTACAAGCTGAACGGTGTGTCCGAAAGGGACGTGAAGAA 
ATCGGTGCTGTGGCTCAAAGACAGCTTGCAGTGCACC^GTGAGGAGATGAACGACATCAACG 
CGCCGTATCTGGTCATGGGACAGAAACAGGGTGGGGAGCTGGTGATGAGCTCGGTGAAGCGG 
TGGCAGAAGGGGCAGAGAGAGTTCAAGCGCATCTCCCGCAGCATCCGCAAGCTGCAGTGCTA 
STCCCGGCATCCTGATGGCTCCGACAGGCCTGCTCCAGAGCACGGCTGACCATTTCTGCTCC 
GGGATCTCAGCTCCCGTTCCCCAAGCACACTCCTAGCTGCTCCAGTCTCAGCCTGGGCAGCT 
TCCCCCTGCCTTTTGCACGTTTGCATCCCCAGCATTTCCTGAGTTATAAGGCCACAGGAGTG 
GATAGCTGTTTTC AC CTAAAGGAAAAGC CCACCC GAATCT TGT AGAAAT ATT C AAACTAATA 
AAATCATGAATATTTTAA . ... 



BNSDOCID: <WO 0053756A2J_> 
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FIGURE lfi7 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA50920 
xsubunit 1 of 1, 295 aa, 1 stop 
><MW: 33518, pi: 7.74, NX(S/T): 0 

MLQGPGSLLLLFLASHCCLGSARGLFLFGQPDFSYKRSNCKPIPVNLQLCHGIEYQNMRLPN 
LLGHETMKEVLEQAGAWIPLVMKQCHPDTKKFLCSLFAPVCLDDLDETIQPCHSLCVQVKDR N 
CAPVMSAFGFPWPDMLECDRFPQDNDLCIPLASSDHLLPATEEAPKVCEACKNKNDDDNDIM 
ETLCKNDFALKIKVKEITYINRDTKIILETKSKTI YKLNGVSERDLKKSVLWLKDSLQCTCE 
EMNDINAPYLVMGQKQGGELVITSVKRWQKGQREFKRISRSIRKLQC 

Important features : 
Signal peptide: 

amino acids 1-20 

Cysteine rich domain, homolgous to frizzled N terminus 

amino acids 6-153 



BNSDOCID: <WO_00S37S6A2J_> 
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GTGGAGGCCGCCGACGATGGCGGGGCCGACGGAGGCCGAGACGGGGTTGGCCGAGCCCCGGG 
CCCTGTGCGCGCAGCGGGGCCACCGCACCTACGCGCGCCGCTGGGTGTTCCTGCTCGCGATC 
AGCCTGCTCAACTGCTCCAACGCCACGCTGTGGCTCAGCTTTGCACCTGTGGCTGACGTCAT 
TGCTGAGGACTTGGTCCTGTCCATGGAGCAGATCAACTGGCTGTCACTGGTCTACCTCGTGG 
TATCCACCGCATTTGGCGTGGCGGCCATCTGGATCCTGGACTCCGTCGGGCTCCGTGCGGCG 
ACCATCCTGGGTGCGTGGCTGAACTTTGCCGGGAGTGTGCTACGCATGGTGCCCTGCATGGT 
TGTTGGGACGCAAAACGCATTTGCCTTCCTCATGGGTGGCCAGAGGGTCTGTGCGCTTGCCC 
AGAGCCTGGTCATCTTCTGTCCAGCCAAGCTGGCTGGCTTGTGGTTGCGAGAGCACCAGCGA 
GCCACGGCCAAGATGCTCGCCACCATGTCGAACGCTGTGGGCGTCCTTGTGGCCAATGTGCT 
GTCCCCTGTGCTGGTCAAGAAGGGTGAGGACATTCGGTTAATGCTCGGTGTGTATACCATCC 
CTGCTGGCGTGGTCTGCCTGGTGTCGACCATCTGGCTGTGGGAGAGTGTGCCCCCCACCCCG 
CeCTCTGCCGGGGCTGCGAGGTGCACCTCAGAGAAGTTCCTGGATGGGCTCAAGCfGCAGCT 
CATGTGGAACAAGGCCTATGTCATCCTGGCTGTGTGCTTGGGGGGAATGATCGGGATCTCTG 
CCAGCTTCTCAGCCCTCCTGGAGCAGATGGTGTGTGGAAGCGGCCACTCCAGTGGGTTTTCC 
-GGCCTCTGTGGCGCTCTCTTCATCAGGTTTGGGATCCTGGGGGCACTGGCTCTCGGCCCCTA 

tgtggaccggaccAagcacttcactgagggcaccaagattggcctgtgcctgttctgtctgg 

CCTGCGTGCCCTTTGCCCTGGTGTCCCAGCTGCAGGGAGAGACCCTTGCCCTGGCTGCCACC 

tgctcgctgctcgggctgtttgggttctcggtgggccccgtggccatggagttggcggtcga 

GTGTTCCTTCCGCGTGGGGGAGGGGGCTGGCAGAGGCATGATCTTTGTGCTGGGGCAGGCCG 
• AGGGAATACTCATCATGCTGGCAATGAGGGGACTGACTGTGCGACGCTGGGAGCCGTCCTTG 

- tccacctgcgagcagggggaggatgcacttgactggacagtgtctctggtgctgatggccgg 

CCTGTGCAGCTfCTTCAGCTGCATCCTGGGGGTCTTCTTCCACACCCGATACCGGCGCCTGC 

agggggagtctggggagcgcccctccacccgtaacgccgtgggcggcggagactcagggccg 

GGTGTGGAGCGAGGGGGAGCAGGAAGGGCTGGGGTCCTGGGGCCCAGCACGGCGACTCCGGA 

G-TGCACGGCGAGGGGGGCCTCGCTAGAGGACCCCAGAGGGCCCGGGAGCCCCCACCCAGCCT 

GCCACCGAGCGACTCCCCGTGCGCAAGGCCCAGCAGCCACCGACGCGCCCTCCCGCCCCGGC 

AGACTCGCAGGCAGGGTCCAAGCGTCCAGGTTTATTGACCCGGCTGGGTCTCACTCCTCCTT 

CTCCTCCCCGTGGGTGATGACGTA6CTGAGCGGCTTGTAGTCGAGGTTGCCCGCCACATCGA 

TGGAGGCGAACTGGAACATCTGGTCCACCTGCGGGCGGGGGCGAAAGGGCTCCTTGCGGGCT 
CCGGGAGCGAATTACAAGCGCGCACCTGAAAA ' 



_ BNSOOCIQ <WO 0O53756A2_l_> 
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FIGURE 1 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA50 988 
xsubunit 1 of 1, 560 aa, 1 stop 
XMW: 58427, pi: 6.86, NX(S/T): 2 

MAGPTEAETGLAEPRALCAQRGHRTYARRWVFLLAISLLNCSNATLWLSFAPVADVIAEDLV 
LSMEQINWLSLVYLVVSTPFGVAAIWILDSVGLRAATILGAWLNFAGSVLRMVPCMVVGTQN 
PFAFLMGGQSLCALAQSLVIFSPAKLAALWFPEHQRATANMLATMSNPLGVLVANVLSPVLV 
KKGEDIPLMLGVYTIPAGVVCLLSTICLWESVPPTPPSAGAASSTSEKFLDGLKLQLMWNKA 
YVILAVCLGGMIGISASFSALLEQILCASGHSSGF^GLCGALFITFGILGALALGPYVDRTK 
HFTEATKIGLCLFSLACVPFALVSQLQGQTLALAAtCSLLGLFGFSVGPVAMELAVECSFPV 
GEGAATGMIFVLGQAEGILIMLAMTALTVRRSEPSLSTCQQGEDPLDWTVSLLLMAGLCTFF 
SCILAVFFHTPYRRLQAESGEPPSTRNAVGGADSGPGVDRGGAGRAGVLGPSTATPECTARG 
ASLEDPRGPGSPHPACHRATPRAQGPAATDAPSRPGRLAGRVQASRFIDPAGSHSSFSSPWVIT 

Important features: 
Signal peptide: 

amino acids 1-44 

Transmembrane domains : 

amino acids 61-79, 98-112, 126-146, 169-182, 201-215, 248-268, 
280-300, 318-337, 341-357, 375-387, 420-441 

N-glycosylation site. 

amino acids 40-43 and 43-46 

Glycosaminpglycan attachment site. 

amino acids 468-471 
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TGGCCTTGCCTTGGGGTCCTGrTTrT 

aaggagcacSg^ 

CTACTTATTTSTT^r^^^^ GC ^ ATGCAACT TCTGCAACTTCTGCTGGGGCTTTTGGGGCCAGGTGG 



gc?ggI?£ G ^ G ™^^ 



-AACGTCTTGGACTCCAATGACAATAG 
rGCACCTGGTACGCTTCTCATAAAACT 



C ^T GACAACCATTGTGGCAAGAGATC ^^ 



^ A ^^ AGTGAGTGGGAGCTGGAGATAGTAGTA GAGGACCAGGGAAGCCCCCCC^ 
r A ?r G ^^F GTCACCAGTGTGGACCACCTGAGG 

^ C ^ GACGGTGATCTGCCTGGCTGTACTGTTGG GCATCTTCGGGTTGATCCTGGeT^ 

^ AGAAAGAGATTCAGAAGGCAGACA TCCACCTCGTGCCTGTGCTCAGGGGTCAGGCAGGTGAGCCTTGTrAArT 



rrA^r^™^-™ CAACCTCCTTTTCAACCAT CCCAGGCAGAGGAATGCCTCCCGGGAGAACCTGAACCTTCC 

£^ GCCCCAGCCTGCCACAGGGGAGG ^ 



^ GGA ^ ACCAGGGCAGTGAGGAAGCCCCACAGAGGG CACCAGCCTCCTCTGCAACCCTGAGACGGCAGrrArATrT 

gaa ^ g S gaaagtgtcccctgagaaaga ^tcagggcgccgtcagatcctgc^ 

^ GGG r CGCCGAGCGGAACCCCGTGGAGGAGCTGAG TGTGGATTCTCCTCCTG^ 

™o™^ GCATCAGGGCCAATTC ^^ 



AGGG ^^ A J CC I G ^ 

:cctcac 
:gttcgg 

ICTCACT 
'CTCGGT 



;acgttcgg 
5agctcact 

^ GCGGGAGGACCCTCAGTTTAG ^ 



rT^r^ A ^ GTGCTGGAACAGCGCTCCAGCATGCCCGTGGAGG 



" GGA J gcaagaa ?S ag 2????tgaggatctgtggacaagagctggtttctaaaatcttgta^ 

:CCAGGACTAACAGCTGAC 
GTGGCTGAGATAAGTGTT 

AAAGGGTGGCrTTrTTrrrTarrarr n^"" ""Z — A — — m ^'AGATGCCACGGAGTATCACAGGCAGG 



I^^™ CAGCCCCTTGT ^ GCAGCTCTGAGTCTTTT GGAGGACAGGGACG^ 

TCCTGGCAAAACATATGTGGAGCACAAAGGGTCAGTCCTCTGGCAGAAC^ GGCTGAGATAAGTGTT 
AAAGGGTGGCCTTCTTGGGTAGCAGGAGTCAGGGGGCTC 
CAATAAAGGAAAAGCAGTAAAAAAAAAAAAAAAAAAAA 



BNSDOCID: <WO 0053756A2_I_> 
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FIGURE 171 



</usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA4 8 331 
<subunit 1 of' 1, 1184 aa, 1 stop 
<MW: 129022, pi: 5.20, NX(S/T): 5 

MMQLLQLLLGLLGPGGYLFLLGDCQEVTTLTVKYQVSEEVPSGTVIGKLSQELGREERRRQA 

GAAFQVLQLPQALPIQVDSEEGLLSTGRRLDREQLCRQWDPCLVSFDVLATGDLALIHVEIQ 

VLDINDHQPRFPKGEQELEISESASLRTRIPLDRALDPDTGPNTLHTYTLSPSEHFALDVIV 

GPDETKHAELIVVKELDREIHSFFDLVLTAYDNGNPPKSGTSLVKVNVLDSNDNSPAFAESS 

LALEIQEDAAPGTLLIKLTATDPDQGPNGEVEFFLSKHMPPEVLDTFSI DAKTGQVILRRPL 

DYEKNPAYEVDVQARDLGPNPIPAHCKVLIKVLDVNDNI PSIHVTWASQPSLVSEALPKDSF 

IALVMADDLDSGHNGLVHCWLSQELGHFRLKRTNGNTYMLLTNATLDREQWPKYTLTLLAQD 

QGLQPLSAKKQLSIQISDINDNAPVFEKSRYEVSTRENNLPSLHLITIKAHDADLGINGKVS 

YRIQDSPVAHLVAIDSNTGEVTAQRSLNYEEMAGFEFQVIAEDSGQPMLASSVSVWVSLLDA. 

NDNAPEVVQPVLSDGKASLSVLVNASTGHLLVPIETPNGLGPAGTDTPPLATHSSRPFLLTT 

IVARDADSGANGEPLYSIRNGNEAHLFILNPHTGQLFVNVTNASSLIGSEWELEIVVEDQGS 

PPLQTRALLRVMFVTSVDHLRDSARKPGALSMSMLTVICLAVLLGIFGLILALFMSICRTEK 

KDNRAYNCREAESTYRQQPKRPQKHIQKADIHLVPVLRGQAGEPCEVGQSHKDVDKEAMMEA 

GWDPCLQAPFHLTPTLYRTLRNQGNQGAPAESREVLQDTV.NLLFNHPRQRNASRENLNLPEP 

QPATGQPRSRPLKVAGSPTGRLAGDQGSEEAPQRPPASSATLRRQRHLNGKVSPEKESGPRQ 

ILRSLVRLSVAAFAERNPVEELTVDSPPVQQISQLLSLLHQGQFQPKPNHRGNKYLAKPGGS 

RSAIPDTDGPSARAGGQTDPEQEEGPLDPEEDLSVKQLLEEELSSLLDPSTGLALDRLSAPD 

PAWMARLSLPLTTNYRDNVISPDAAATEEPRTFQTFGKAEAPELSPTGTRLASTFVSEMSSL 

LEMLLEQRSSMPVEAASEALRRLSVCGRTLSLDLATSAASGMKVQGDPGGKTGTEGKSRGSS 
SSSRCL' 

Important: features : 
Signal peptide: 

amino acids 1-13 
Transmembrane domain: 
amino acids 719-739 
N-glycosylation site. 

amino acids 415-418, 582-585, 659-662, 662-665 amd 857-860 
Cadherins extracellular repeated domain signature. 

amino acids 123-133, 232-242, 340-350, 448-458 and 553-563 




BNSDOCID; <WO 0053756A2_t_> 



WO 00/53756 



PCT/US00/04341 



F XgQBE 172 

CGGACGCGTGGGCGGACGCGTGGGGGAGAGCCGCAGTCCCGGCTGCAGCACCTGGGAGAAGG 
CAGACCGTGTGAGGGGGCCTGTGGCCCCAGCGTGCTGTGGC.CTCGGGGAGTGGGAAGTGGAG 
GCAGGAGCCTTCCTTACACTTCGCCATGAGTTTCCTCATCGACTCCAGCATCATGATTACCT 
CCCAGATACTATTTTTTGGATTTGGGTGGCTTTfCTTCATGCGCCAATTGTTTAAAGACTAT 
GAGATAGGTCAGTATGTTGTACAGGTGATCTTCfCCGTGACGTTTGCATTTTCTTGCACCAT 
GTTTGAGCTCATCATCTTTGAAATCTTAGGAGTATTGAATAGCAGCTCCCGTTATTTTCACT 
GGAAAATGAACCTGTGTGTAATTGTGGTGATCCTGGT-TTTCATGGTGCCTTTTTACATTGGC 
TATTTTATTGTGAGCAATATCCGACTACTGCATAAACAACGACTGCTTTTTTCCTGTCTCTT 
ATGGGTGACCTTTATGTATTTCTfGTGGAAACTAGGAGATCCCTTfCGCATTGTCAGCCCAA 

aacatgggatcttatccatagaacagct - 

ATGGGTGTTCTTTCTGGATTTGGTGCTGTCAACTGGCCATAGACTTACATGTCTTACTTCCT 

CAGGAATGTGACTGACACGGATATTCTAGCCCT^GAAGGGCGACT'GCTGCAAACCATGGATA 

TGATCATAAGCAAAAAGAAAAGGATGGGAATGGCACGGAGAACAA'rGTTCCAGAAGGGGGAA 

GTGCATAAGAAAeCATCAGGTTTCTGGGGAATGATAAAAAGTGTTACCACTTCAGCATCAGG 

AAGTGAAAATCTTACTCTTATTCAACAGGAAGTGGATGCTTTGGAAGAATTAAGCAGGCAGC 

TTTTTCTGGAAACAGCTGATCTATATGCTACCAAGGAGAGAATAGAATACTCCAAAACCTTC 

AAGGGGAAATATTTTAATTTTCTTGGTTACTTTTTCTCTATTTACTGTGTTTGGAAAATTTT 

CATGGCTACCATCAATATTGTTTTTGATCGAGTTGGGAAAACGGATCCTGTCACAAGAGGCA 

TTGAGATCACTGTGAATTATCTGGGAATCCAATTTGATGTGAAGTTTTGGTCCCAACACATT 

TCCTTCATTCTTGTTGGAATAATCATCGTCACATCCATCAGAGGATTGCTGATCACTCTTAC 

CAAGTTCTTTTATGCCATCTCTAGCAGTAAGTCCTCCAATGTCATTGTCCTGCTATTAGCAC 

AGATAATGGGCATGTACTTTGTCTCCTCTGTGCTGCTGATCCGAATGAGTATGCCTTTAGAA 

TACCGCACCATAATCACTGAAGTCCTTGGAGAACTGCAGTTCAACTTCTATCACCGTTGGTT 

TGATGTGATCTTCCTGGTCAGCGCTCTCTCTAGCATACTCTTCCTCTATTTGGCTCACAAAC 

AGGCACCAGAGAAGCAAATGGCACCTTGAACTTAAGCCTACTACAGACTGTTAGAGGCCAGT. 

GGTTTCAAAATTTAGATATAAGAGGGGGGAAAAATGGAACCAGGGCCTGACATTTTATAAAC 

AAACAAAATGCTATGGTAGCATTTTTCACCTTCATAGCATACTCCTTCCCCGTCAGGTGATA 

C TAT G AC CAT GAG TAG CAT C AGCC AG AAC AT G AG AGG GAG AAC TAAC T C AAG ACAAT AC T C A 

GCAGAGAGCATCCCGTGTGGATATGAGGCTGGTGTAGAGGCGGAGAGGAGCCAAGAAACTAA 
AGGTGAAAAATACACTGGAACTCTGGGGCAAGACATGTCTATGGTAGCTGAGCCAAACACGT 
AGGATTTCCGTTTTAAGGTTCACATGGAAAAGGTTATAGCTTTGCCTTGAGATTGACTCATT 
AAAATCAGAGACTGTAACAAAAAAAAAAAAAAAAAAAAAGGGCGGCCGCGACTCTAGAGTCG 
ACCTGCAGAAGCTTGGCCGCCATGGCCCAACTTGTTTATTGCAGCTTATAATG 
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FIGURE 17^ 



MSFLI DSSIMITSQILFFGFGWLFFMRQLFKDYEIRQYVVQVI FS VT FAFSCTMFELI I FEI 
LGVLNSSSRYFHWKMNLCVILLILVFMVPFYIGYFI VSNIRLLHKQRLLFSCLLWLTFMYFF 
WKLGDPFPILSPKHGILSIEQLISRVGVIGVTLMALLSGFGAVNCPYTYMSYFLRNVTDTDI 
LALERRLLQTMDMI ISKKKRMAMARRTMFQKGEVHNKPSGFWGMIKSVTTSASGSENLTLIQ 
QEVDALEELSRQLFLETADLYATKERIEYSKTFKGKYFN FLGYFFSI YCVWKI FMATIN IVF 
DRVGKTDPVTRGIEITVNYLGIQFDVKFWSQHISFILVGI 1 1 VTS I RGLLI TLTKFFYAI SS 

SKSSNVIVLLLAQIMGMYFVSSVLLIRMSMPLEYRTI ITEVLGELQFNFYHRWFDVI FLVSA 
LSSILFLYLAHKQAPEKQMAP 

Important features : 
Signal peptide: 

amino acids 1-23 

Potential transmembrane domains : 

amino acids 37-55, 81-102, 150-168, 288-311, 338-356, 375-398, 
425-444 

N-glycosylation sites . 

amino acids 67-70, 180-183 and 243-246 

Eukaryotic cobalamin -binding proteins 

amino acids 151-160 
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FIGURF. 11A 

CATGGGAAGTGGAGCCGGAGCCTTCCTTACACTCGCCATGAGTTTCCTCATCGACTCCAGCA 

TCATGATTACCTCCCNGANACTATTTTTTGGATTTGGGTGGCTTTTCTTCNGCGCCAATGTT 

TAAAGACTATGAGATACGTCAGTATGTTGTACNGGTGATCTTCTCCGTGACGTTTGCCATTT 

CTTGCACCATGTTTGAGCTCATCATCTTTGAAATCTTNGGAGTAT.TGAATAGCAGCTCCCGT 

TATTTTCACTGGAAAATGAACCTGTGTGTAATTCTGGTGATCCT.GGTTNTCATGGTGCCTTT 

TTACATTGGCTATTTTATTGTGAGCAATATCCGACTACTGCATAAACAACGACTGCTTTTTT 
CCTGTCTCTTATGGCTGACCTTTATGTATTTCCAGV ■ ■■ 
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FIGURE 17R 

GTGTTGCCCTTGGGGAGGGGAAGGGGAGCCNGGCCCTTTCCTAAAATTTGGCCAAGGGTTTC 

TTTNTTGAATTCCGGGTTNNGNATACCTTCCCAGAAAATATTTTTTGGATTTGGGGTAGNTT 

TTTTTCATGCGCCAATTGTTTAAAGACTATGAGATACGTCAGTATGTTGTACAGGTGATNTT 

NTCCGTGACGTTTGCATTTTCTTGCACCATGTTTGAGCTCATCATNTTTGAAATNTTAGGAG 

TATTGAATAGCAGCTCCCGTTATTTTCACTGGAAAATGAACCTGTGTGTAATTCTGCTGATC 

CTGGTTTTCATGGTGCCTTTTTACATTGGCTATTTTATTGTGAGCAATATCCGACTACTGCA 

TAAACAACGACTGCTTTTTTCCTGTCTNTTATGGCTGACCTTTATGTATTTNTTNTGGAAAN 
TAGGAGATCCCTTTCCCATTCTC 
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gctggcStcc5Sa?Sg??gSt?^ 



Ik 

lil=^^==il 

TGCTCCACGAAGCATCGACCT 

rccc 




ag ! ga SEI? tc 2 tacagt ctcca GA cccctcggctccggcgaca^ 



J^gacaggctcctggccaggggctgcctccagtggc 



TGAC 

\ r prir. 



r^r A 3™ TCCGGGATCAGCATTGAGACCACGGAAGTGG ^^ 
^ A ^I G ™ CAGTCTCTGCACGAGCCCGTGTCTTCA TTGAGCTGCCACTGT 

^ AAA S GGGCGAAGCACGCCGAGGCCACCGTGCCCC AGTACCATGCGGTGAAGATTCCT 
^I?S?SS!;S CCTGTGGCTGCCCTCCRTCCCTTC «™ORGaTG=CTCC 



1I1I11 Sgg ™^^^^^^^ 

SA^rrar AGGGGTGTCCTG ^^ 



^^^^^^CCTGCCTCCCCGGAAGTGCCTTAACCTAGAGGGTCGGGGAGGAGGTTGTGT 
CTCAGGCTGCTCCTTCTCTAGTTTCCCCTCTCATCTGACCTTAGTTTGCTGCCATCAGTCTArTrPTTTnrTr^T 
TTCGTCTATTTATTAAAAAATATTTGAGAACAAAAAAAAAAAAAAAA/^^^ 
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F IGURE 177 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA55737 
xsubunit 1 of 1, 1141 aa, l stop 
><MW: 124671,. pi: 5.82, NX(S/T): 5 

MAGARSRDPWGASGICYLFGSLLVELLFSRAVAFNLDVMGALRKEGEPGSLFGFSVALHRQL 

QPRPQSWLLVGAPQALALPGQQANRTGGLFACPLSLEETDCYRVDIDQGADMQKESKENQWL 

o^™S2 PGGKIVTCAHRYEARQRVD Q ILETRDMIGR CFVLSQDLAIRD 

RP SSS ° FGFCQQGTAAAFSPDSHYLL ^APGTYNWKGTARVELCAQGSADLAHLDDGPYEA 

GGEKEQDPRLI PVPANSYFGFSIDSGKGLVRAEELSFVAGAPRANHKGAVVILRKDSASRLV 

PEVMLSGERLTSGFGYSLAVADLNSDGWPDLIVGAPYFFERQEELGGAVYVYLNQGGHWAGI 

SPLRLCGSPDSMFGISLAVLGDLNQDGFPDIAVGAPFDGDGKVFI YHGSSLGVVAKPSQVLE 

GEAVGIKSFGYSLSGSLDMDGNQYPDLL.VGSLADTAVLFRARPILHVSHEVSIAPRSIDLEQ 

PNCAGGHSVCVDLRVCFSYIAVPSSYSPTVALDYVLDADTDRRLRGQVPRVTFLSRNLEEPK 

HQASGTVWLKHQHDRVCGDAM FQLQENVKDKLRAI VVTLSYSLQTPRLRRQAPGQGLPPVAP 

ILNAHQPSTQRAEIHFLKQGCGEDKICQSNLQLVHARFCTRVSDTEFQPLPMDVDGTTALFA 

LSGQPVIGLELMVTNLPSDPAQPQADGDDAHEAQLLVMLPDSLHYSGVRALDPAEKPLCLSN 

ENASHVECELGNPMKRGAQVTFYLILSTSGISIETTELEVELLLATISEQELHPVSARARVF 

IELPLSIAGMAIPQQLFFSGVVRGERAMQSERDVGSKVKYEVTVSNQGQSLRTLGSAFLNIM 

^enoSc GKWLLYPMQVELEGGQGPGQKGLCSPRPNILHLDVD SRDRRRRE^ 

RQEPSMSWWPVSSAEKKKNITLDCARGTANCVVFSCPLYSFDRAAVLHVWGRLWNSTFLEEY 

SAVKSLEVI VRANITVKSSIKNLMLRDASTVI PVMVYLDPMAVVAEGVPWWVI LLAVLAGLL 

VLALLVLLLWKMGFFKRAKHPEATVPQYHAVKI PREDRQQFKEEKTGTILRNNWGSPRREGP 

DAHPILAADGHPELGPDGHPGPGTA 

Important features : 
Signal peptide : 

amino acids 1-33 



Transmembrane domain: 

amino acids 1040-1062 

N-glycosylation sites . 

amino acids 86-89, 746-749, 949-952, 985-988 and 1005-1008 
Integrins alpha chain proteins . 

amino acids 1064-1071, 384-408, 1041-1071, 317-346, 443-465, 385- 
407, 215-224, 634-647, 85-99, 322-346, 470-479, 442-466, 379-408 
and 1031-1047 
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CGCGCCGGGCGCAGGGAGCTGAGTGGACGGCTCGAGACGGCGGCGCGTGCAGCAGCTCCAGA 

AAGCAGCGAGTTGGCAGAGCAGGGCTGCATTTCCAGCAGGAGCTGCGAGCACAGTGCTGGCT 

CACAACAAGATGCTCAAGGTGTCAGCCGTACTGTGTGTGTGTGCAGCCGCTTGGTGCAGTCA 

GTCTCTCGCAGCTGCCGCGGCGGTGGCTGCAGCCGGGGGGCGGTCGGACGGCGGTAATTTTC 

TGGATGATAAACAATGGCT.CACCACAATCTCTCAGTATGACAAGGAAGTCGGACAGTGGAAC 

AAATTCCGAGACGAAGTAGAGGATGATTATTTCCGCACTTGGAGTCCAGGAAAACCCTTCGA 

TCAGGCTTTAGATCCAGCTAAGGATC.CATGCTTAAAGATGAAATGTAG.TCGCCATAAAGTAT 

GCATTGCTCAAGATTCT.CAGACTGCAGTCTGCATTAG.TCACCGGAGGCTTACACACAGGATG 

AAAGAAGCAGGAGTAGACCATAGGCAGTGGAGGGGT.CCCATATTATCCACCTGCAAGCAGTG 

CCCAGTGGTCTATCCCAGC.C.C.TGTTTGTGG.TTCAGATGGTCATACCTACTCTTTTCAGTGCA 

AAC.TAGAATAT.CAGGCATGTGTCTTAGGAAAACAGATCTCAGTCAAATGTGAAGGACATTGC 

CCATGTCCTTCAGATAAGCCCACCAGTACAAGCAGAAATGTTAAGAGAGCATGCAGTGACCT 

GGAGTTCAGGGAAGTGGCAAACAGATTGCGGGACTGGTTCAAGGCCCTTCATGAAAGTGGAA 

GTCAAAACAAGAAGACAAAAACATTGCTGAGGCCTGAGAGAAGCAGATTCGATACCAGCATC 

TTGCCAATTTGCAAGGACTCACTTGGCTGGATGTTTAACAGACTTGATACAAACTATGACCT 

GCTATTGGACCAGTCAGAGCTCAGAAGCATTTACCTTGATAAGAATGAACAGTGTACCAAGG 

CATTCTTCAATTCTTGTGACACATACAAGGACAGTTTAATATCTAATAATGAGTGGTGCTAC 

TGCTTCCAGAGACAGCAAGACCCACCTTGCCAGACTGAGCTCAGCAATATTCAGAAGCGGCA 

AGGGGTAAAGAAGCTCCTAGGACAGTATATCCCCCTGTGTGATGAAGATGGTTACTACAAGC 

CAACACAATGTCATGGCAGTGTTGGACAGTGCTGGTGTGTTGACAGATATGGAAATGAAGTC 

ATGGGATCCAGAATAAATGGTGTTGCAGATTGTGCTATAGATTTTGAGATCTCCGGAGATTT 

TGCTAGTGGCGATTTTCATGAATGGACTGATGATGAGGATGATGAAGACGATATTATGAATG 

ATGAAGATGAAATTGAAGATGATGATGAAGATGAAGGGGATGATGATGATGGTGGTGATGAC 

CATGATGTATACATTT6ATTGATGACAGTTGAAATCAATAAATTCTACATTTCTAATATTTA 

CAAAAATGATAGCCTATTTAAAATTATCTTCTTCCCCAATAACAAAATGATTCTAAACCTCA 

CATATATTTTGTATAATTATTTGAAAAATTGCAGCTAAAGTTATAGAACTTTATGTTTAAAT 

AAGAATCATTTGCTTTGAGTTTTTATATTCCTTACACAAAAAGAAAATACATATGCAGTCTA 

GTCAGACAAAATAAAGTTTTGAAGTGCTACTATAATAAATTTTTCACGAGAACAAACTTTGT 

AAATCTTCCATAAGCAAAATGACAGCTAGTGCTTGGGATCGTACATGTTAATTTTTTGAAAG 

ATAATTCTAAGTGAAATTTAAAATAAATAAATTTTTAATGACCTGGGTCTTAAGGATTTAGG 

AAAAATATGCATGCTTTAATTGCATTTCCAAAGTAGCATCTTGCTAGACCTAGATGAGTCAG 

GATAACAGAGAGATACCACATGACTCCAAAAAAAAAAAAAAA 
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FIGURE 17Q 



></usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA4 982 9 



XMW: 49429, pi: 4.80, NX(S/T): 0 

MLKVSAVLCVCAAAWCSQSLAAAAAVAAAGGRSDGGNFLDDKQWLTTISQYDKEVGQWNKFR 
DEVEDDYFRTWSPGKPFDQALDPAKDPCLKMKCSRHKVCIAQDSQTAVCISHRRLTHRMKEA 
GVDHRQWRGPILSTCKQCPVVYPSPVCGSDGHTYSFQCKLEYQACVLGKQISVKCEGHCPCP 
SDKPTSTSRNVKRACSDLEFREVANRLRDWFKALHESGSQNKKTKTLLRPERSRFDTS ILPI 
CKDSLGWMFNRLDTNYDLLLDQSELRSI YLDKNEQCTKAFFNSCDTYKDSLI SNNEWCYCFQ 
RQQDPPCQTELSNIQKRQGVKKLLGQYIPLCDEDG^YKPTQCHGSVGQCWCVDRYGNEVMGS 
RINGVADCAIDFEISGDFASGDFHEWTDDEDDEDDIMNDEDEIEDDDEDEGDDDDGGDDHDVYI 



Leucine zipper pattern. 

amino acids 246-267 

N-myristoylation sites. 

amino acids '357-362, 371-376 and '376-381 

Thyroglobulin type-1 repeat proteins 

amino acids 353-365 and 339-352 



Xsubunit 1 of 1, 436 aa, 1 stop 



Important features : 



Signal peptide: 



amino. acids 1-16 
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CAGACTCCAGATTTCCCTGTCAACCACGAGGAGTCCAGAGAGGAAACGCGGAGCGGAGACAACAGTACCTGACGC 

CTCTTTCAGCCCGGGATCGCCCCAGCAGGGATGGGCGACAAGATCTGGCTGCCCTTCCCCGTGCTCCTTCTGGCC 

GCTCTGCCTCCGGTGCTGCTGCCTGGGGCGGCCGGCTTCACACCTTCCCTCGATAGCGACTTCACCTTTACCCTT 

CCCGCCGGCCAGAAGGAGTGCTTCTACCAGCCCATGCCCCTGAAGGCCTCGCTGGAGATCGAGTACCAAGTTTTA 

GATGGAGCAGGATTAGATATTGATTTCCATCTTGCCTCTCCAGAAGGCAAAACCTTAGTTTTTGAACAAAGAAAA 

TCAGATGGAGTTCACACTGTAGAGACTGAAGTTGGTGATTACATGTTCTGCTTTGACAATACATTCAGCACCATT 

TCTGAGAAGGTGAtTTTCTTTGAATTAATCCTGGATAATATGGGAGAACAGGCACAAGAACAAGAAGATTGGAAG 

AAATATATTACTGGCACAGATATATTGGATATGAAACTGGAAGACATCGTGGAATCGATCAACAGCATCAAGTCC 

AGACTAAGCAAAAGTGGGCACATACAAATTCTGCTTAGAGCATTTGAAGCTCGTGATCGAAACATACAAGAAAGC 

AACTTTGATAGAGTCAATTTCTGGTCTATGGTTAATTTAGTGGTCATGGTGGTGGTGTCAGCCATTCAAGTTTAT 
ATGCTGAAGAGTCTC^ 

AATGAGGCATAAAAATGCAATAAACTGTTACAGTCAAGACCATTAATGGTCTTCTCCAAAATATTTTGAGATATA 
AAAGTAGGAAACAGGTATAATTTTAATGTGAAAATTAAGTCTTCACTTTCTGTGCAAGTAATCCTGCTGATCCAG 
TTGTACTTAAGTGTGTAACAGGAATATTTTGCAGAATATAGGTTTAACTGAATGAAGGCATATTAATAACTGCAT 

TTTCCTAAGT.TTGAAAAATT.TTGCAAATGTGTTAGGTGATTTAAATAAATGAGTATTGGGCCTAATTGCAACACC 

AGTCTGTTTTTAACAGGTTCTATTACCCAG^ 

TCAGTTTTi^GTTATA^TC^ 

CTTTTCTCTATTTACATATGCATCTCTCCTATAA^ 

AGATTTTTAT^CeAAATACATTTCAGTGTAACATATTAGCAGAAAGCATTAGTCTTTGTACTTTGCTTACATTC 

CCAAAAGCTGACATTTTCACGATTCTTAAAAACACAAAGTTACACTTACTAA 

AAATGAAGAATATAGTTTAAAAGCTTdGTGCTGCATAGGGACACATTffCTCT 

TTTTAAAATTAAATGTGAGGTAAAATAAGTTTATTTTTAATAGTATCTGTCAAGTTAATATCTGTCAACAGTTAA 
TAATCATGTTATGTTAATTTTAACAfGATTGCTGAeTTGGATAATTCATTA-TTAGGAGGAGTTATGAAGGAAATA 
TTGCTAAAATGATGTGGGGGTACCATAAATAAATATCTCCTTTTCTGAGCTCTAAGAATTATCAGAAAACAG^ 
AGAATTTAGAA)^CTTGAGAAAACC*AATCCAAAATAA^^ 

ATCTGACTGGCTCATCATGACATCCTACTCATAACATAAATGAAAGGAGATGATTAATTTCCAGTTAGCTGGAAG 
AAACTTTGGCTGTAGGTTTTTATTTTCTACAAGAATTCTGGTTTGAATTATTT 

AAATGTAAGCCCTACTGTAAGGTTTAGCACTGGGTGTACATATTTATTAAAAATTTTTATTATAACAACTTTTAT 
TAAAATGGCCTTTCTGAACACTTTATTTATTGATGTTGAAGTAAGGATTAGAAACATAGACTCCCAAGTTTTAAA 
eACCTA^TCTGAATAAGCCATATATACAACAAAGTTTCTGCCATCTAGCTTTTTGAAGTCTATGGGGGTCTTAC 
TCAAGTACTAGTAATTTAACTTCATCATGAATGAACTATAATTTTTAAGTTATGCCCATTTATAACGTTGTTTAT 
GACTACATTGTGAGTfAGAAACAAACTTA*^ 

CTTGATGAGCAATAATGATAACCAGAGAGTGATTTCATTTACACTCATAGTAGTATAAAAAGAGATACATTTCCC 
TCTTAGGCCCCTGGGAGAAGAGCAGCTTAGATTTCCCTACTGGCAAGGTTTTTAAAAATGAGGTAAATGCCGTAT 
ATGATCAATTACCTTAATTGGCCAAGAAAATGCTTCAGGTGTCTAGGGGTATCCTCTGCAACACTTGCAGAACAA 
AGGTCAATAAGATCCTTGCCTATGAATACCCCTCCCTTTTGCGCTGTTAAATTTGCAATGAGAAGCAAATTTACA 
GTACCATMCT^TAAAGCAGGGTACAGATATAAAC 

CCTCTCCTGTATGGCTGTTACTGTACTGTACTCTCtGACTCCTTACC^ 

ACATGTATGATTTGTGCCACTGATCTTAAACCTATGATTCAGTAACTTCTTACCATATAAAAACGATAATTGCTT 
TATTTGGAAAAGAATTTAGGAATACTAAGGACAATTATTTTTATAGACAAAGTAAAAAGACAGATATTTAAGAGG 
CATAACCAAAAAAGCAAAACTTGTAAACAGAGTAAAAATCTTTAATATTTCTAAAGACATACTGTTTATCTGCTT 
CATATGCTTTTTTTAATTTCACTATTCCATTTCTAAATTAAAGTTATGCTAAATTGAGTAAGCTGTTTATCACTT 
AACAGCTCATTT^S^CTT^TGAATATAGAAATTTT . 

CATAATGTAGCAGTTACCGTGTTCACCTCACACTAAGGCCTAGAGTTTGCTCTGATATGCATTTGGATGATTAAT 

GTTATGCTGTTCTTTCATGTGAATGTCAAGACATGGAGGGTGTTTGTAATTTTATGGTAAAATTAATCCTTCTTA 

CACATAATGGTGTCTTAAAATTGACAAAAAATGAGCACTTACAATTGTATGTCTCCTCAAATGAAGATTCTTTAT 

GTGAAATTTTAAAAGACATTGATTCCGCATGTAAGGATTTTTCATCTGAAGTACAATAATGCACAATCAGTGTTG 

CTCAAACTGCTTTATACTTATAAACAGCCATCTTAAATAAGCAACGTATTGTGAGTACTGATATGTATATAATAA 
AAATTATCAAAGGAAAA 
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FIGURE 181 



></usr/seqdb2/sst/DNA/Dnaseqs .min/ss . DNA52196 
xsubunit 1 of 1, 229 aa, 1 stop 
XMW: 26017, pi: 4.73, NX(S/T): 0 

MGDKIWLPFPVLLLAALPPVLLPGAAGFTPSLDSDFTFTLPAGQKECFYQPMPLKASLEIEY 
QVLDGAGLDIDFHLASPEGKTLVFEQRKSDGVHTVETEVGDYMFCFDNTFSTISEKVIFFEL 

ILDNMGEQAQEQEDWKKYITGTDILDMKLEDILESINSIKSRLSKSGHIQILLRAFEARDRN 
IQESNFDRVNFWSMVNLVVMVVVSAIQVYMLKSLFEDKRKSRT 

Important features : 
Signal peptide: 

amino acids 1-23 

Transmembrane domain: 

amino acids. 195-217 

N-myristoylation site. 

amino acids 4 3-4 8 

Tyrosine kinase phosphorylation site. 

amino acids 55-62 " 
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FIGURE lft9 

CCATCCCTGAGATCTTTTTATAAAAAACCCAGTCTTTGCTGACCAGACAAAGCATACCAGA^ 
CTCACCAGAGAGTCGCAGACACTATGCTGCCTCCCATGGCCCTGCCCAGTGTGTCCTGGATG 
CTGCTTTCCTGCCTCATTCTCCTGTGTCAGGTTCAAGGTGAAGAAACCCAGAAGGAACTGCC 
CTCTCCACGGATCAGCTGT.CCCAAAGGCTGGAAGGCCTATGGCTCCCCCTGCTATGCCTTGT 
TTTTGTCAGCAAAATCGTGGATGGAT.GCAGATCTGGCTTGCCAGAAGCGGCCCTCTGGAAAA 
CTGGTGTCTGTGCTCAGTGGGGCTGAGGGATCCTTCGTGTCCTCCCTGGTGAGGAGCATTAG 
TAACAGCTACTCATACATCTGGATTGGGCTCCATGACCCCAGAGAGGGCTCTGAGCGTGATG 
GAGATGGATGGGAGTGGAGTAGCACTGATGTGATGAATTACTTTGCATGGGAGAAAAATCCC 
TCCACCATCTTAAACCCTGGCCACTGTGGGAGCCTGTCAAGAAGCACAGGATTTCTGAAGTG 
GAAAGATTATAAGTGTGATGCAAAGTTACCCTATGTCTGCAAGTTCAAGGACTASGGCAGGT 

gggaagtcaggaggctcagcttggcgtgcagctcatcatggacatgagAccagtgtgaagac 

TCAGGCTGGAAGAGAATATTCTCCCCAAACTGCCCTACCTGACTACCTTGTCATGATCCTCC 
TTCTTTTTCCTTTTTCTTCACCTTCATTTCAGGCTTTTCTCTGTCTTCCATGTCTTGAGATC 
TCAGAGAATAATAATAAAAAZGTJAC^:TATAAAAAAAAAAAAAAAAAAAAAA - ,. 
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FIGURE 1ft*3 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA56965 
<subunit 1 of 1, 175 aa, 1 stop 
<MW:. 19330, pi: 7.25, NX(S/T): 1 

MLPPMALPSVSWMLLSCLILLCQVQGEETQKELPSPRISCPKGSKAYGSPCYALFLSPKSWM 
DADLACQKRPSGKLVSVLSGAEGSFVSSLVRSISNSYSYIWIGLHDPTQGSEPDGDGWEWSS 
TDVMNYFAWEKNPSTILNPGHCGSLSRSTGFLKWKDYNCDAKLPYVCKFKD 

Important features : 
Signal peptide: 

amino acids 1-26 



C-type lectin domain signature. 

amino acids 146-171 



BNSDOCID: <WO 0053756A2 I > 



if WW 



WO 00/53756 



PCT/USOO/04341 



F IGURE 184 

CCAGTCTGTCGCCACCTCACTTGGTGTCTGCTGTCCCCGCCAGGCAAGCCTGGGGTGAGAGC 
ACAGAGGAGTGGGCCGGGACCAT6CGGGGGACGCGGCTGGCGCTCCTGGCGCTGGTGCTGGC 
TGCCTGCGGAGAGCTGGCGCCGGCCCTGCGCTGCTACGTCTGTCCGGAGCCCACAGGAGTGT 
CGGACTGTGTCACCATCGCCACCTGCACCACCAACGAAACCATGTGCAAGACCACACTCTAC 
TCCCG.GGAGATAGTGTAGCCCXTCCAGGGGGACTCGACGGTGACGAAGTCGTGTGCCAGCAA 
GTGTAAGCCCTCGGATGTGGAT.GGCATCGGCCAGACCCTGCCCGTGTCCTGCTGCAATACTG 
AGCTGTGCAATGTAGACGGGGeGCCCGCTCTGAAGAGCGTCCACTGCGGGGCCCTCACGCTC 
CTCCCACTCTTGAGCCTCCGACTGTASAGTCGCCGCCCACGCGGATGGGCGTATGCGGCCCA 
GCCCCGAATGCCTTGAAGAAGTGCCCGCTGCACCAGGAAAAAAAAAAAAAAAAA : 



BNSDOCIO <WO_0053756A2J_> 



WO 00/53756 



PCT/US00/04341 



FIGURE 1 flR 



</usr/seqdb2/sst/DNA/Dnaseqs.min/ss. DNA56405 
<subunit 1 of*l, 125 aa, 1 stop 
<MW: 13115, pi: 5.90, NX(S/T): 1 

MRGTRLALLALVLAACGELAPALRCYVCPEPTGVSDCVTIATCTTNETMCKTTLYSREIVYP 
FQGDSTVTKSCASKCKPSDVDGIGQTLPVSCCNTELCNVDGAPALNSLHCGALTLLPLLSLRL 

Important features: 
Signal peptide: 

amino acids 1-17 

N-glycosylation site. 

amino acids 46-49 




BNSDOCID: <WO 00S3756A2_I_> 



WO 00/53756 



PCT/USOO/04341 



186 

CTGCAGTCAGGACTCTGGGACCGCAGGGGGCTCCCGGACCCTGACTCTGCAGCCGAACCGGC 
ACGGTTTCGTGGCGACCCAGGCTTGCAAAGTGACGGTCATTTTCTCTTTCTTTCTCCCTCTT 
GAGTCCTTCTGAGATGATGGCTCTGGGCGCAGCGGGAGCTACCCGGGTCTTTGTCGCGATGG 
TAGCGGCGGCTCTCGGCGGCCACCC.TCTGCTGGGAGTGAGCGCCAGCT-TGAACTGGGTTCTC 
AATTCCAACGCTATCAAGAACCTGCCCCCACCGCTGGGCGGCGCTGCGGGGCACCCAGGCTC 
.T-GCAGTGAGCGCCGCGCCGGGAATCCTGTAGCCGGGCGGGAATAAGTACCAGACCATTGACA 



3CTAGT 

CCCACGCGCGGAGGGGACGeAGGCGTGCAAATCTGTCTCGCCTGCAGGAAGCGCCGAAAACG 
CTGCATGCGTCACGCTATGTGCTGCCCCGGGAATTACTGCAAAAATGGAATATGTGTGTCTT 
CIGATGAAAATQA^TTTCCGAGGAGAAATTGAGGAAACCATCACTGAAAGCTTTGGTAATGAT 



TAT C AC AC C AA 

AGGACAAG.AAGGTT.CTGTTTGTCTCCGGTCATCAGACTGTGCCTCAGGATTGTGTTGTGCTA 
GACACTTCTGGTCCAAGATCTGTAAACCTGTCCTGAAAGAAGGTCAAGTGTGTACCAAGCAT 

;ttagtgtggagaaggtctgtc 
u3gcttcacacttgtcaga 
gacactaaaccagctatccaaatgcagtgaactccttttatataatagatgctatgaaaacc 

TTTTATGACCTTCATCAACTCAATCCTAAGGATATACAAGTTCTGTGGTTTCAGTTAAGCAT 

TCCAATAACACCTTCCAAAAACCTGGAGTGTAAGAGCTTTGTTTCTTTATGGAACTCCCCTG 

TGATTGCAGTAAATTACTGTATTGTAAATTCTCAGTGTGGCACTTACCTGTAAATGCAATGA 

AACTTTTAATTATTTTTCTAAAGGTGCTGCACTGCCTATTTTTCCTCTTGTTATGTAAATTT 

TTGTACACATTGATTGTTATCTTGACTGACAAATATTCTATATTGAACTGAAGTAAATCATT 

TCAGCTTATAGTTCTTAAAAGCATAACCCTTTACCCCATTTAATTCTAGAGTCTAGAACGCA 

AGGATCTCTTGGAATGACAAATGATAGGTACCTAAAATGTAACATGAAAATACTAGCTTATT 

TTCTGAAATGTACTATCTTAATGCTTAAATTATATTTCCCTTTAGGCTGTGATAGTTTTTGA 
AATAAAATTTAACATTTAAAAAAAAAAAAA 



BNSDOCID: <WO 0053756A2 l_> 



WO 00/53756 



PCT/US00/04341 



FIGURE 1ft 7 



</usr/seqdb2/sst/DNA/Dnaseqs.min/ss . DNA57530 



<subunit 1 of'l, 266 aa, 1 stop 
<MW: 28672, pi: 8.85, NX(S/T): 1 

MMALGAAGATRVFVAMVAAALGGHPLLGVSATLNSVLNSNAIKNLPPPLGGAAGHPGSAVSA 

APGILYPGGNKYQTI DNYQPYPCAEDEECGTDEYCASPTRGGDAGVQICLACRKRRKRCMRH 

AMCCPGNYCKNGICVSSDQNHFRGEIEETITESFGNDHSTLDGYSRRTTLSSKMYHTKGQEG 

SVCLRSSDCASGLCCARHFWSKICKPVLKEGQVCTKHRRKGSHGLEI FQRCYCGEGLSCRIQ 
KDHHQASNSSRLHTCQRH 

Important features : 
Signal peptide: 

amino acids 1-23 

N-glycosylation site. 

amino acids 256-259 

Fungal 2n(2)-Cys(6) binuclear cluster domain 

amino acids 110-126 . ; 




WO 00/53756 



PCT/USOO/04341 



FIGURE? IflQ 

TGTGTTTCCCTGCAGTCAGAATTTGGGACNGCAGGGGTTCCGGGACCTGATTTTGCAGCGGA 

ACGGGAAGGTTTTGTGGGACCCAGGTTGAAATGACGGTCATTTTTTTTTCTTTCTCCTTCNG 

GAGTCCTTNTGAGANGATG.GTTTTGGGCGCAGCGGGAGCTAACCCGGTTTTTTGTNGCGATG 

GTAGCGGCGGTTTTCGGCGGCCACCTTNTGCTGGGAGTGAGCGCCACCTTGAATCGGTTTTC 

AATTCCAACGNTATCAAGAACCTGCCCCCACCGNTGGGCGGCGCTGCGGGGCACCCAGGNTT 

TGCAGTCAGCGCCGCGCCGGGAATCCTGTACCCGGGCGGGAATAAGTACCAGACCATTGACA 

ATTACCAGCCGTACCCGTGCGCAGAGGACGAGGAGTGCGGCACTGATGAGTACTGCGCTAGT 

GCCACCCGCGGAGGGGANGCGGGCGTGCAAATNTGTNTNGCCTGCAGGAAGCGCCGAAAACG 

CTGCATGCGTCANGCTATGTGCTGCCCCGGGAAT.TACTGCAAAAATGGAATATGTGTGTNTT 

CTGATCAAAATCATTTCCGAGGAGAAATTGAGGAAACCATCACTGAAAGCTTTGGTAATGAT 
CATAGCACCTTGGATGGG - .. . - . '■ - - 



BNSDOCID: <WO 0OS3756A2_l_> 



WO 00/53756 



PCT/USOO/04341 



FIGURE 1«Q 



^actctgtaacatgtataacattcaggcttat^ 
tg^ggacatcactct«:tgaacaaatctt^^ 

^CCACCACCTTCAACC^CTAGTTACACA^^ 

GTGTCATCCTTGCCAAGTCTTAATGCCAGAATGGAAAAGAATGGCCCGGACATTAACT^ 

CACTATAGATTGCCAACAGTATCATTCTTTTTGTGCCCAGGAAAACG^ 

TCCCCCAAAATCAAATAAAGCTTATCAGTATCACAGTTAC^^ 

^ GGGG ^! AG i A HI TTACCTCA ^^^ 



GAAAAATCATTGGGTGATTGATTTCTATGCTCCTTGGTGTGGACCTTGCCAGAATTTTG^CI^GAATT^ 



gataaataccagagatgcaaaagcaatcgctgccttaataagtgaaaaattggaaactctccgaaatcaaggcaa 

GAGGAATAAGGATGAACTT^TAATGTTGAAGATGAAGAAAAAGTTTAiWVGA^TTCTGA^ 

^acacctattta^tgttacato^^^ 

GAATTATCTACAGCACTGGTGTAAAAGAAGGGTCTGCAAACTTTTTCTGTAAAGGGCCGGTTT^^ 
GACTTTGCAGGCTATAATATATGGTTCACACATGAGAACAAGAATAGAGTC^CATGTATTCTT^ 
TTTAACAACCTTTAAAAAATATTAAAACGATTCTTAGCT^ 

g accatagattgctgtccccctcgacggacttataatgtttcaggtggctg^ 
mctacataaatgtctaagttgtat^ 

TMTTTTTGGTCACTTGTTCTCCTAAAAATGCTATCCCTAACCATATATTTATATTTCOT 

======= 

TTTTTCACTCCTGTCCAGTCTATTTAT^ 



0O53756A2 I > 



WO 00/53756 



PCT/USOO/04341 



FI gJHE 190 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA56439 
<subunit 1 of 1, '747 aa, 1 stop 
<MW: 86127, pi: 7.46, NX(S/T): 2 

MGVWLNKDDYIRDLKRIILCFLIVYMAILVGTDQDFYSLLGVSKTASSREIRQAFKKLALKL 

HPDKNPNNPNAHGDFLKINRAYEVLKDEDLRKKYDKYGEKGLEDNQGGQYESWNYYRYDFGI 

YDDDPEIITLERREFDAAVWSGEL.WFVNFYSPGCSHCHDLAPTWRDFAKEVDGLLRIGAVNC 

GDDRMLCRMKGVNSYPSLFIFRSGMAPVKYHGDRSKESLVSFAMQHVRSTVTELWTGNFVNS 

IQTAFAAGIGWLI.TFCS.KGGDCLTSQTRLRLSGMLFLNSLDAKEIYLEyiHNLPDFELLSAN 
TLEDRLAHHJWL^ 

SLAVFKGQGTKEYEIHHGKKILYDILAFAKESVNSHVTTLGPQNFPANDKEPWLVDFFAPWC 
PPCRALLPELRRASNLLYGQLKFGTLDCTVHEGLCNMYNIQAYPTTWFNQSNIHEYEGHHS 
AEQILEFIEDLMNPSWSLTPTTFNELVTQRKHNEVWMVDFYSPWCHPCQVLMPEWKRMART 
LTGLINVGSIDCQQYHSFCAQENVQRYPEIRFFPPKSNKAYQYHSYNGWNRDAYSLRIWGLG 
FLPQVSTDLTPQTFSEKVLQGKNHWVIDFYAPWCGPCQNFAPEFELLARMIKGKVKAGKVDC 
QAYAQTCQKAGIRAYPTVKFYFYERAKRNFQEEQINTRDAKAIAALISEKLETLRNQGKRNKDEL 

Important features : 

Endoplasmic reticulum targeting sequence. 

amino acids 744-747 

Cytochrome c family heme -binding site signature 

amino acids 158-163 

Nt-dnaJ domain signature. 

amino acids 77-96 

H-glycosylation site. 

amino acids 484-487 



3 {1/2 



WO 00/53756 



PCT/US00/04341 



FIGURE 1 Q1 

AGACAGTACCTCCTCCCTAGGACTACACAAGGACTGAACCAGAAGGAAGAGGACAGAGCAAA 

GCCATGAACATCATCCTAGAAATCCTTCTGCTTCTGATCACCATCATCTACTCCTACTTGGA 

GTCGTTGGTGAAGTTTTTCATTCCTCAGAGGAGAAAATCTGTGGCTGGGGAGATTGTTCTCA 

TTACTGGAGCTGGGCATGGAATAGGCAGG.CAGACTACTTATGAATTTGCAAAACGACAGAGC 

ATATTGGTTCTGTGGGATATTAATAAGCGCGGTGTGGAGGAAACTGCAGCTGAGTGCCGAAA- 

ACTAGGCGTCACTGCGCATGCGTATGTGGTAGACTGCAGCAACAGAGAAGAGATCTATCGCT 

CTCTAAATCAGGTGAAGAAAGAAGTGGGTGATGTAACAATCGTGGTGAATAATGCTGGGACA 

GTATATCCAGCCGATCTTCTCAGCACCAAGGATGAAGAGATTACCAAGACATTTGAGGTCAA 

CATCCTAGGACATTTTTGGATCACAAAAGCACTTCTTCCATCGATGATGGAGAGAAATCATG 

GCCACATCGTCACAGTGGCTTCAGTGTGCGGCCACGAAGGGATTCCTTACCTCATCCCATAT 

TGTTCCAGCAAATTTGCCGCTGTTGGCTTTCACAGAGGTCTGACATCAGAACTTCAGGCCTT 

GGGAAAAACTGGTATCAAAACCTCATGTCTCTGCCCAGTTTTTGTGAATAC'TGGGTTGACCA 

AAAATCCAAGCACAAGATTATGGCCTGTATTGGAGACAGATGAAG.TCGTAAGAAGTCTGATA 

GATGGAATACTTACCAATAAG.AAAATGATTTTTGTTCCATCGTATATCAATATCTTTCTGAG 

ACTACAGAAGTTTCTTCCTGAACGCGCCTCAGCGATTTTAAATCGTATGCAGAATATTCAAT 

TTGAAGCAGTGGTTGGCCACAAAATCAAAATGAAATGAATAAATAAGCTCCAGCCAGAGATG 

TATGCATGATAATGATATGAATAGTTTCGAATCAATGCTGCAAAGCTTTATTTCACATTTTT 

TCAGTCCTGATAA.TATTAAAAACATTGGTTTGGCACTAGCAGCAGTCAAACGAACAAGATTA 

■ attacctg'tcttcctgtttctcaagaatatttacgtagtttttcataggtctgtttttcctt 

TCATGCCTCTTAAAAACTTCTGTGCTTACATAAACATACTTAAAAGGTTTTCTTTAAGATAT 

tttatttttccatttaaaggtggacaaaagctacctccctaaaagtaaatacaaagagaact 
tatttacacagggaag'gtttaagactgttcaagtagcattccaatctgtagccatgccacag 

AATATCAACAAGAACACAGAATGAGTGCACAGCTAAGAGATCAAGTTTCAGCAGGCAGCTTT 

at.ctcaacctggacatattttaagattcagcatttgaaagatttccctagcctcttcctttt 
tcattagcccaaaacggtg.caactctattctggactttattacttgattctgtcttctgtat 
aactctgaagtccaccaaaagtggaccctctatatttcctccctttttatagtcttataaga 

TACATTATGAAAGGTGACCGACTCTATTTTAAATCTCAGAATTTTAAGTTCTAGCCCCATGA 

TAACCTTTTTCTTTGTAATTTATGCTTTCATATATCCTTGGTCCCAGAGATGTTTAGACAAT 

TTTAGGCTCAAAAATTAAAGCTAACACAGGAAAAGGAACTGTACTGGCTATTACATAAGAAA- 
CAAT GGACC CAAGAGAAG AA 



00S3756A2 I > 



1 n( ^ 



WOOO/53756 
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FIGURE 1Q9 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA564 09 
<subunit 1 of 1, 300 aa, 1 stop 
<MW: 33655, pi: 9.3.1, NX(S/T): 1 

MNI I.LEILLLLITI IYSYLESLVKFFIPQRRKSVAGEIVL-ITGAGHGIGRQTTYEFAKRQS I 
• LVLWDINKRGVEETAAECRKLGV.TAHAYVVpCSNREEIYRSLNQVKKEVGDVTIVVNNAGTV 
YPADLLSTKDEEITKTFEVRIIiGHFWlTKALLPSMMERNHGHIVTVAS 

SSKFAAVGFHRGLTSELQALGKT.GIKTSCL.CPVFVNTGFTKNPSTRLWPVLETDEVVRSLID 
~ GIXTNKKMtF^ ~ 

Important ; -£j eatttresrv,:---; - : • - . 
Signal peptide: 

amtoc*raxxGfetl2'!a=& : 

CAMP- and cGMP-dependant protein kinase phosphorylation site. 

amino acids 30-33 and 58-61 - 

- Short-chain alcohol dehydrogenase family protein 

amino acids 165-202, 37-49, 112-122 and 210-219 



BNSDOCID: <WO 0OS3756A2 I > 



7f 1/2 33-. 



WO 00/53756 PCT/USOO/04341 

FIGURE 1 Q*3 

CGGCGGCGGCTGCGGGCGCGAGGTGAGGGGCGCGAGGTGAGGGGCGCGAGGTTCCCAGCAGG 

ATGCCCCGGCTCTGCAGGAAGCTGAAGTGAGAGGCCCGGAGAGGGCCCAGCCCGCCCGGGGC 

AGGATGACCAAGGCCCGGCTGTTCCGGCTGTGGCTGGTGCTGGGGTCGGTGTTCATGATCCT - 

GCTGATCATCGTGTACTGGGACAGCGCAGGCGCCGCGCACTTCTACTTGCACACGTCCTTCT 

CTAGGCCGCACACGGGGCCGCCGCTGCCCACGCCCGGGCCGGACAGGGACAGGGAGCTCACG 

GCCGACTCCGATGTCGACGAGTTTCTGGACAAGTTTCTCAGTGCTGGCGTGAAGCAGAGCGA 

CCTTCCCAGAAAGGAGACGGAGCAGCCGCCTGCGCCGGGGAGCATGGAGGAGAGCGTGAGAG 

GCTACGACTGGTCCCCGCGCGACGCCCGGCGCAGCCCAGACCAGGGCCGGCAGCAGGCGGAG 

CGGAGGAGCGTGCTGCGGGGCTTCTGCGCCAACTCCAGCCTGGCCTTCCCCACCAAGGAGCG 

CGCATTCGACGACATCCCCAACTCGGAGCTGAGCCACCTGATCGTGGACGACCGGCACGGGG 

CCATCTACTGCTACGTGCCCAAGGTGGCCTGCACCAACTGGAAGCGCGTGATGATCGTGCTG 

AGCGGAAGCCTGCTGCACCGCGGTGCGCCCTACCGCGACCCGCTGCGCATCCCGCGCGAGCA 

CGTGCACAACGCCAGCGCGCACCTGACCTTCAACAAGTTCTGGCGCCGCTACGGGAAGCTCT 

CCCGCCACCTCATGAAGGTCAAGCTCAAGAAGTACACCAAGTTCCTCTTCGTGCGCGACCCC 

TTCGTGCGCCTGATCTCCGCCTTCCGCAGCAAGTTCGAGCTGGAGAACGAGGAGTTCTACCG 

CAAGTTCGCCGTGCCCATGCTGCGGCTGTACGCCAACCACACCAGCCTGCCCGCCTCGGCGC 

GCGAGGCCTTCCGCGCTGGCCTCAAGGTGTCCTTCGCCAACTTCATCCAGTACCTGCTGGAC 

CCGCACACGGAGAAGCTGGCGCCCTTCAACGAGCACTGGCGGCAGGTGTACCGCCTCTGCCA 

CCCGTGCCAGATCGACTACGACTTCGTGGGGAAGCTGGAGACTCTGGACGAGGACGCCGCGC 

AGCTGCTGCAGCTACTCCAGGTGGACCGGCAGCTCCGCTTCCCCCCGAGCTACCGGAACAGG 

ACCGCCAGCAGCTGGGAGGAGGACTGGTTCGCCAAGATCCCCCTGGCCTGGAGGCAGCAGCT 

GTATAAACTCTACGAGGCCGACTTTGTTCTCTTCGGCTACCCCAAGCCCGAAAACCTCCTCC- 

GAGACTGAAAGCTTTCGCGTTGCTTTTTCTCGCGTGCCTGGAACCTGACGCACGCGCACTCC 

AGTTTTTTTATGACCTACGATTTTGCAATCTGGGCTTCTTGTTCACTCCACTGCCTCTATCC 

ATTGAGTACTGTATCGATATTGTTTTTTAAGATTAATATATTTCAGGTATTTAATACGA 



BNSDOCID: <WO 0053756A2J_> 



WO 00/53756 



PCT/US00/04341 



FIGURE 1Q4 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss . DNA56112 
<subunit 1 of* 1, 414 aa, 1 stop 
<MW: 48414, pi: 9.54, NX(S/T): 4 

MTKARLFRLWLVLGSVFMILLI IVYWDSAGAAHFYLHTSFSRPHTGPPLPTPGPDRDRELTA 
DSDVDEFLDKFLSAGVKQSDLPRKETEQPPAPGSMEESVRGYDWSPRDARRSPDQGRQQAER 
RSVLRGFCANSSLAFPTKERAFDDI PNSELSHLIVDDRHGAIYCYVPKVACTNWKRVMIVLS 
■GSLLHRGAPYRDPERIPREHVHNASAHLTENKFWRRYGKLSRHLMKVKLKKYTKFLFVRDPF 
VRLISAFRSKFELENEEFYRKFAVPMLRLYANHTSLPASAREAFRAGLKySFANFIQYLLDP 
HTEKLAPFNEHWRQVYRLGHPCQIDYDFVGKLETLDEDAAQLLQLLQVDRQLRFPPSYRNRT 
ASSWEEDWFAKIPLAWRQQLYKLYEADFVLFGYPKPENLLRD 

Important features: 
Signal peptide: 

amino acids 1-31 

N-glycosylation sites. 

amino acids 134-137, 209-212, 280-283 and 370-373 

TNFR/NGFR family cysteine-rich region protein 

amino acids 329-332 



BNSDOCID: <WO 0053756A2 I > 



WO 00/53756 



PCT/USOO/04341 



FIGURE 1QR 

TCGGGCCAGAATTCGGCACGAGGCGGCACGAGGGCGACGGCCTCACGGGGCTTTGGAGGTGA 

AAGAGGCCCAGAGTAGAGAGAGAGAGAGACCGACGTACACGGGATGGCTACGGGAACGCGCT 

ATGCCGGGAAGGTGGTGGTCGTGACCGGGGGCGGGCGCGGCATCGGAGCTGGGATCGTGCGC 

GCCTTCGTGAACAGCGGGGCCCGAGTGGTTATCTGCGACAAGGATGAGTCTGGGGGCCGGGC 

CCTGGAGCAGGAGCTCCCTGGAGCTGTCTTTATCCTCTGTGATGTGACTCAGGAAGATGATG 

TGAAGACCCTGGTTTCTGAGACCATCCGCCGATTTGGCCGCCTGGATTGTGTTGTCAACAAC 

GCTGGCCACCACCCACCCCCACAGAGGCCTGAGGAGACCTCTGCCCAGGGATTCCGCCAGCT 

GCTGGAGCTGAACCTACTGGGGACGTACACCTTGACCAAGCTCGCCCTCCCCTACCTGCGGA 

AGAGTCAAGGGAATGTCATCAACATCTCCAGCCTGGTGGGGGCAATCGGCCAGGCCCAGGCA 

GTTCCCTATGTGGCCACCAAGGGGGCAGTAACAGCCATGACCAAAGCTTTGGCCCTGGATGA 

AAGTCCATATGGTGTCCGAGTCAACTGTATCTCCCCAGGAAACATCTGGACCCCGCTGTGGG 

AGGAGCTGGCAGCCTTAATGCCAGACCCTAGGGCCACAATCCGAGAGGGCATGCTGGCCCAG 

CCACTGGGCCGCATGGGCCAGCCCGCTGAGGTCGGGGCTGCGGCAGTGTTCCTGGCCTCCGA 

AGCCAACTTCTGCACGGGCATTGAACTGCTCGTGACGGGGGGTGCAGAGCTGGGGTACGGGT 

GCAAGGCCAGTCGGAGCACCCCCGTGGACGCCCCCGATATCCCTTCCTGATTTCTCTCATTT 

CTACTTGGGGCCCCCTTCCTAGGACTCTCCCACCCCAAACTCCAACCTGTATCAGATGCAGC 

CCCCAAGCCCTTAGACTCTAAGCCCAGTTAGCAAGGTGCCGGGTCACCCTGCAGGTTCCCAT 
AAAAACGATTTGCAGCC 



BNSDOCICC <WO_0053758A2J_> 



WO 00/53756 



PCT/US00/04341 



FIGURE lQfi 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA56045 
<subunit 1 of 1, 270 aa, 1 stop 
<MW: 28317, pi: 6.00, NX(.S/T): 1 

MATGTRyAGKVVVVTGGGRGI.GAGIYRAFVNSGARVVICDKDESGGI^LEQELPGAVFILCD 

VTQEDDVKTLVSETIRRFGRLDCyVNNAGHHPPPQRPEETSAQGFRQLLELNLLGTYTLTKL 

ALPYLRKSQGNVINISSLVGAIGQAQAVPYVATKGAVTAMTKALALDESPYGVRVNCISPGN 

IWTPLWEELAALMPDPRATIREGMLAQPLGRMGQPAEVGAAAVFLASEANFCTGIELLVTGG 
AELGYiGGKASRST BVDAEQI PS 

Important features : 
N-glycosylation site. 

ami-fiO acidS~13&=M!i-ane domain: 

Short-chain alcohol dehydrogenase family protein 

amino raei4a-lQ i -n82p: n ai-:9ikAil34-171 and 176-185 A 



BNSDOCID: <WO 0O537S6A2J_> 



WO 00/53756 



PCT/USOO/04341 



FIGURE 1Q7 



AGGCGGGCAGCAGCTGCAGGCTGACCTTGCAGCTTGGCGGAATGGACTGGCCTCACAACCTG 
CTGTTTCTTCTTACCATTTCCATCTTCCTGGGGCTGGGCCAGCCCAGGAGCCCCAAAAGCAA 
GAGGAAGGGGCAAGGGCGGCCTGGGCCCCTGGCCCCTGGCCCTCACCAGGTGCCACTGGACC 
TGGTGTCACGGATGAAACG<3TATGCCCGCATGGAGGAGTATGAGAGGAACATCGAGGAGATG 
GTGGCCGAGCTGAGGAAGAGCTC^GAGCTGGCCCAGAGAAAGTGTGAGGTCAACTTGCAGCT 
GTGGATGTCCAACAAGAGGAGeCTGTCTCCCTGGGGCTACAGCATCAACCACGACCCCAGCC 
GTATCCCCGTGGACCTGCCGGAGGCACGGTGCCTGTGTCTGGGCTGTGTGAACCCCTTCACC 
^GeA^GAeGA^G(5CAGCATGGTGAGCGTGCCGGTGTTCAGCCAGGTTCCTGTGCGCCGCCG 
GCTGTGGCCGCCACeGCCCCGCACAGGGCCTTGCCGCCAGCGCGCAGTCATGGAGACCATCG 
CTGTGGGCTGCACCTGCATCTTCTSaATCACCTGGCCCAGAAGCCAGGCCAGCAGCCCGAGA 
CCATCCTCCTTGCACCTTTGTGCCAAGAAAGGCCTATGAAAAGTAAACACTGACTTTTGAAA 




BNSDQCIDkWQ 0063756A2 I >- 



WO 00/53756 



PCT/US00/04341 



FIGURE 19fi 

</usr/seqdb2/sst/DNA/Dnaseqs .min/ss. DNA59294 
<subunit 1 of 1, 180 aa, 1 stop 
<MW: 20437, pi: 9,58, NX(S/T): 1 

MDWPHNLLFLLTISI FLGLGQPRSPKSKRKGQGRPGPLAPGPHQVPLPLySRMKPYARMEEY 



GC VN P FTMQE DRSMV5 VPV FS Q V P VRRRLC P P P PRTG PC RQRAVMET I AVGCTC I F 

Important:- features: - ^ v„ : 

Signal peptides ■ V-^ ■■ * - --■ :.: : S 1 '' 



amino- acids' 1 



20- 



N-glycosyiation site. : _ 

amino acids- 75-78 -- . - - ? — • -. — 

Homologous, region to IL-17 V.y 

amino acids 96-180. T : : -;?rc~ . 



8NSDOCIO: <WO 0053756A2J_> 
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PCT/US00/04341 



FIGURE t OO 

Sa^cc^gacS 



TCTGGTCTTGGTGGTAATATCAGAATGTTTC^ 

cttctgagqagaatcggagatcagaggaggctcatagagc^ 

GAGGA^AAAGATGATTCAAAT^^^ 



K3GAGGAGGACAACTTGGCTG 
UTGGTGTG 



CTCTAG T CATT.TGGTCTCATGGCAGTAAG-CCTCATGTATACTAAGGAGA^ 

^CAATCAGGATATAGAAAAACAAACGTAGT.GTTGGGATC^ 

CAAGTTCATTTACTTAGGGGTCAGAGAGTCTCGACCAGAG 

agcaccttccagagacaaggctgcaggccgtgtgaaatgaaagccaXgcagga^ 

^J G I CAAATTGCAGGA ^ CATC ^ 

attgaaaggggctt^gtatagagagcagctcagaagtcatcccagcot 

TGCTATGTTTTATTTCTTACCTTTAATTTTTCCAGCATT^ 

ccacactcttcactattatctcttggtcagaggactccaS^ 



;taaggatt 

CTTGTGAAGAAAAGTTGAATACTGTTTTGTTTTCATCTCAAGGGGTTCCCTGGGTCTTGAAC 

gaattaatgaactccagtacctgaaagtgaaagatttgattttgtttccatcttotgtaaT? 

GCTAA^TC^TT^^^^^^ T ^^^^^^^^^^^^^ t " A ^'^ C "^^^^^^^^^ 



BNSDOCID: <WO 0053756A2J_> 
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PCT/US00/04341 



figure 9nn 

</usr/seqdb2/sst/DNA/Dnaseqs .min/ss . DNA56433 
<subunit 1 of'l, 349 aa, 1 stop 
<MW: 38952, pi: 4.34, NX(S/T): 1 

MAGGRCGPQLTALLAAWIAAVAATAGPEEAALPPEQ 
WCPSCQQTDSEW^ 

PGrFEDLQNYILEKKWQSVEPLTGWKSPASLTMSGMAGLFSISG 

CSYVFFVIATLVFGLFMGLyLVVISECFYV 

DDSNEEENKDSLVDDEEEKEDLGpE^ 

evepeeaeegise'qpcpAdtew^ • 

Important features: v .;-_-."*.- '" r *-*'7~-.?. ~ - 

Signal peptide : wsv-. — __\_ 

amino- acids: 1-22 - ' " 7 ! - ; -' . ..™. r: -;,p-':;..:. . 

Transmembrane domain: ^ : 

■ : aminp- acids'Ll9i-2li-- : * v ' : " ; ?';7'.r_ 1 " - - - - ■ . ■ : . .. , . . ... ; 



, i AC- 



N-glycosylatibn^ si te , 

■-"■"..'*. ": ATT" 

amino" acids. 46-4i9v ~ -7 



Thioredoxin family proteins . .'.(homologous region to disulfide 

i'somerase)... 7" ■"-* •"— - 1 ' : - .7777 . • 

amino acids 56-72 " - v -- ; 

Flavodoxin proteins 

amino acids 173-187 
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FIGURE 201 



ATCTGGTTGAACTACTTAAGCTTAATTTGTTAAACTCCGGTAAGTACCTAGCCCACATGATT 

TGACTCAGAGATTCTCTTTTGTCCACAGACAGTCATCTCAGGGGCAGAAAGAAAAGAGCTCC 

CAAATGCTATATCTATTCAGGGGCTCTCAAGAACAA3PGGAATATCATCCTGATTTAGAAAAT 

TTGGATGAAGATGGATATACTCAATTACACTTCGACTCTCAAAGCAATACCAGGATAGCTGT 

TGTTTCAGAGAAAGGATCGTGTGCTGCATCTCCTCCTTGGCGCCTCATTGCTGTAATTTTGG 

GAATCCTATGCTTGGTAATACTGGTGATAGCTGTGGTCCTGGGTACCATGGGGGTTCTTTCC 

AGCCCTTGTCCTCCTAATTGGATTATATATGAGAAGAGCTGTTATCTATTCAGCATGTCACT 

AAATTGCTGGGATGGAAGTAAAAGACAATGGTGGCAACTGGGCTCTAATCTCCTAAAGATAG 

ACAGCTCAAATGAATTGGGATTTATAGTAAAACAAGTGTCTTCCCAACCTGATAATTCATTT 

TGGATAGGGGTTTCTCGGCCCCAGACTGAGGTACGATGGCTCTGGGAGGATGGATCAACATT 

CTCTTCTAACTTATTTGAGATCAGAACCACAGGTACCCAAGAAAACCCATCTCCAAATTGTG 

TATGGATTCACGTGTCAGTCATTTATGACCAACTGTGTAGTGTGCCCTCATATAGT^ 

GAGAAGAAGTTTTCAATGTAAGAGGAAGGGTGGAGAAG 

AGGAGGAGAGAAAACAGAAGAGAAAAGAGT^CAGGTGAGGT.GAAGATAAATGCAGAAAATG 

TTTAGAGAGCTTGGCCAACTGTAATCTTAACCAAGAAATTGAAG 

GTATTTGTCGA^CTACAGGTAGGCTA 

AATCAGGGCAGCCAAGGTTGAGTTTT-TATT 

cactttgttacccaggctggagtgcagtggcaca 

ctcagccgctgaagtagctgggaeta^ 

ttttttgtagagactgggtttigccartg^^ 

tgatctgcccgccttggcctcccaaagtgctgggattacag^ 

cccaagcttgaattttgattctgccattgacttgggatttagc 

atcttaatttctgggtctatcaga^ 

gtgttgccacgatttgaccctcaacttctagcAgtatatc^ 

atatttctgaatagctaaatgaagaaatgggaaaaaatgttc^ 

attattttcatcagtatgatcataattatgattatcatcttagtaaaaagcaggaactccta 
ctttttctttatcaattaaatagctcagagagtacatctgccatatctctaatagaatcttt 

TTTTTTTTTTTTTTTTTTTGAGACAGAGTTTCGCTCTTGTTGCCCAGGCTGGAGTGCAACGG 
CACGATCTCGGCTCACCGCAACCTCCGCCCCCTGGGTTCAAGCAATTCTCCTGCCTCAGCCT 
CCCAAGTAGCTGGGATTACAGTCAGGCACCACCACACCCGGCTAATTTTGTATTTTTTTAGT 
AGAGACAGGGTTTCTCCATGTCGGTCAGGGTAGTCCCGAACTCCTGACCTCAAGTGATCTGC 
CTGCCTCGGCCTCCCi^ 

TGTATAATATGTAATTGTA<GGGAAACTGCTCTCATAGGAAAGTTTTCTGCTTTTTAA 
AAAATACATAAAAATAGATAAAATCTGATGATGAATATAAAAAAGTAACCAACCTCATTGGA 
ACAAGTATTAACATTTTGGAATATGTTTTATTAGTTTT5TGATGTACTGTTTTACAATTTTT 
ACCATTTTTTTCAGTAATTACTGTAAAATGGTATTATTGGAATGAAACTATATTTCCTCATG • 
TGCTGATTTGTCTTATTTTTTTCATACTTTCCCACTGGTGCTATTTTTATTTCCAATGGATA 
TTTCTGTATTACTAGGGAGGCATTTACAGTCCTCTAATGTTGATTAATATGTGAAAAGAAAT 
TGTACCAATTTTACTAAATTATGCAGTTTAAAATGGATGATTTTATGTTATGTGGATTTCAT 
T T C AAT AAAAAAAAAC T C T TAT C AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 




BNSDOCID: <WO QOS3756A2 I > 



W ° 00/53756 PCT/US00/04341 

FIGURE 9 HO 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA53912 
<subunit 1 of 1, 201 aa, 1 stop 

<MW: 22563, pi: 4.87, NX(S/T): 1 

MEYHPDLENLDEDGYTQLHFDSQSNTRIAVVSEKGSCAASPPWRLIAVILGILCLVILVIAV 

VLGTMGVLSSPCPPNWIIYEKSCYLFSMSLN.SWDGSKRQCWQLGSNLLKIDSSNELGFIVKQ 

VSSQPDNSFWIGLSRPQTEVPWLWEDGSTFSSNLFQIRTTATQENPSPNCVWIHVSVIYDQL 
CSVPSYSICEKKFSM-,. ... .... . . ... 

Important - f eatures : — . ..... 

Type; II txansmenbrana domain : . - ~ . ~. 

amino : acld3~ 45r 6.5: - _ _ ; - . r. - . - 

CAMP:-: an* cGMPrdapendent protein fcLnsse phosphorylation site . 

amino acids.: i9T-20Q"?. : . : :■ 



N-myristoylatioh. sites. 

amino acids-^ 35-40 "arid- 151-156. 

Homologous region to LDL receptor 

amino acids' 3 4 - 6^7 'and" 70-20 0-.- - - ... . 



BNSDOCID: <WO 0063756AZ l_> 
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FIGURE 203 

TCAGCCTCCCGAGTAGCTGGGATTACAGGTGGTGACTTCCAAGAGTGACTcS 

tccttccctgaccccaggggcctctaccacttctgcctctactggaacc^ 

TATGGCAAGCGTGACTTGTTGGTGAGTGACAAAGCCTCTAGCCTCCTCTGCTTCCAG?ra^ 

gctcagggccccccgctgttagccacttctgtcacctcctggtggagccctcagaaca?^ 
gccagcttcaccttctccttccacagtcctccccacacggccgctcacaatgctt^ 

^^f^^ CAGTTGeA ^ GCCTGGAGTCG ^ CTGACCTCTGT GAGATTCATGGGGGACATGGTGT^ 

gaggaccggatcaacgccacggtgtggaagctccagcccacagccggcctccaggacctgcacatccaS 

^ ggagcggggaggctgagaagaga ctcctcctggtggacttcagcagccaagccctgS^ 

agccaagtcctgggtgagaaggtcttggggattgtggtacagaacaccaaagtagccaacct?ac^gga^ 

g ^ g ^ gagtttccagcaccagc tacagccgaagaatgtgactctgcaa^gtg^^^ 

ttgagcagcccggggcattggagcagtgctgggtgtgagaccgtcaggagagaaacccaaacatcctgcttctgc 
aaccacttgacctactttgcagtgctgatggtctcctcggtggaggtggac^ 

ctcctctcctacgtgggctgtgtcgtctctgccctggcctgccttgtcaccattgccgcc^c^ 
g ^ g ^ c SIS ccgtgcaggaggaaacctcgggacta caccatcaaggtgcacatga^^ 



CTGCTGGACACGAGCTTCCTGCTCAGCGAGCCGGTGGCCCTGACAGGCTCTGAGGCTGGCTGCCGAGCCAGTGCr 

atcttcctgcacttctccctgctcacctgcctttcctggatgggcctcgaggggtaca^cSSSS 

r^ GAGG ^ TTTGGCACCTATGTCCCTGGCTACCTACTCAAGCTGAGCGG CAT 



g J gg ^ gaggctggtggccctggtggatgt ggacaactatggccccatcatcttggctgtgcataggactccagag 

GGCGTCATCTACCCTTCCATGTGCTGGATCCGGGACTCCCTGGTCAGCTACATCACCAACCTGGGCCTCTTPArr 

AAG J GGTCACATGTGCTGACACTGCTGGGCCTCAGGG TGGTCCTTGGCCTGCCCTGGGCCT^ 
TTTGCTTCTGGCACCTTCCAGCTTGTCGTCCTCTACCTTTTCAGCATCATCACCTCCTTCCAAG^GC^TTCCTCATr 
TTCATCTGGTAGTGGTCCATGCGGCTGCAGGCCCGGGGTGGCCCCTCCCCTCTGAAGAGCA^CTCA^ 
AGGCTCCCCATCAGCTCGGGCAGCACCTCGTCCAGCCGCATCTAGGCCTCCAGCCCACCTGCCCATGTGATGA^G 

cagagatgcggcctcgtcgcacactgcctgtggcccccgagcHSgcccagccccaggccagtca^^^ 

^ GGAAAGCCCAACGAGCA TGGAGAGATGGGCCGTTGCCATGGTGGACGGACTCC A G^ 

GCCTTGGGGACTACTCGGCTCTCACTCAGCTCCCACGGGACTCAGAAGTGCGCCGCCA^ 

TCCCCACATCTGTCCCAACCCAGCTGGAGGCCTGGTCTCTCCTTACAACCCCTGGGCCCAGCCCTCATTGCT 

ggggaggggttggatcttgaggg tctggcacatccttaatcctgtgccccJg^ 

GTTGCTCTGTCTCTCGTGGTCACCCTGAGGGCACTCTGCATCCTCTGTCATTTTAACCTCA^GGTGGCACCCAGGG 

cgaa t ggggcccaggggagag cttcagggccagagccctggcggaggagaggcccttS?^^^ 

AGCTCGCCTACCTCTGAGCCCAGGCCCCCTCCCTCCCTCAGCCCCCCAGTCCTCCCTCCAT^ 

tcctcctctcccagggcctccttgctccttcgttcacagctgggggtccccgatS 

G * GG ^J CCAGGAGCTGCCTG ^^ 

GGCTCGGTACCGATGCGTGGGCTGGGCTAGGTCCCTCTGTCCATCTGGGCCTTTGTATGAGCTGCATTGCCCTT^ 
cS A rrr! GACCAAGCACACGCCTCAGAGGGGCCCT ^^^ 

r CA ^^ A ^ CCCGTCTGGTTTCCATCCCACCACTCCAAGGACTGAGACT GACCTCCTCTGGTG 
GAGCCTGACACTCTCCTAAGAGGTTCTCTCCAAGCCCCCAAATAGCTCCAGGCGCCCTCGGCCG^TCATGGT 

GTCACTCCTCCTGCCAACATTCAGTCTGGTATGTGAGGCGTGCGTGAAGCAAGAACTCCTGGAGCTACAGGGACA 
rrr AG ^ CA J CA I TCCTGCCTGGGAATCCTGGAAGACTTCCTGCAGGAGTCA ^ 

GG 2 AAGGATGTTCTTTTTACGTACCAATTCTTTTG TCTTTTGATATTAAAAAGAAGTACATGTTCATTGTA 
AAAAAAAAA AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 



BNSDOCia <WO_0053756A2J_> 
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FIQURF. Ofi A 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA50921 
<subunit 1 of 1, 693 aa, 1 stop 

<MW: 77738, pi: 8.87, NX(S/T): 7 

MTPQSLLQTTLFLLSLLFLVQGAHGRGHREDFRFCSQRNQ.THRSSLHYKPTPDLRISIENSE 

EALTVHAPFPAAHPASRSFPDPRGLYHFCLYWNRHAGRLHLLYGKRDFLLSDKASSLLCFQH 

QEESLAQGPPLLATSVTSWWSPQNISLPSAASFTFSFHSPPHTAAHNASVDMCELKRDLQLL 
SQFLKttPQKASRRPSAAPASQQLQS.M 
LHI 



iXVGqvySAIAGLVT-I^AAYLCSRVPLPC 

TGSEAGGRASAIFLHFSLLTCLSWMGLE 
GYNLYRLWE : VFGT_Yy.PGYL 



^PWALI EFS FASGT FQL\^L Y^F^ ^ I ^"S FQG FL1-FI l^WSMRiQA^GGp's PLKS N S DS ARL P 
ISSGSTSSSRI. _ . . . - - - - 

important features-:- - - 

Signal peptides- .t---:.a: - ,-- 

amino -acids- -1-25 - . . ... . 

Puta-tiye transmembrane; dpmainsv- - 

amino acids 382-398, -4 02--42Q,- . 4 4-5-4-68, 473-491, . 519-537, 568-590 
and 634.-6-5-7 : - . - •_- 

Mierobodies ; Crterminal targeting signal, , 

amino; acids 691.-693': ..... 

<=AMP~ and cGMP-ctependent protein kinase phosphorylation sites . 

amino acids 158-201 and 370-373 " -; 

N-glycosy ration- sites. ; ;-; ... 

amino acids 39-42, 148-151, 171-174, 234-237, 303-306, 324-327 
and 341-344 

G-protein coupled receptors family 2 proteins 

amino acids 475-504 
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FIGURE 2Q R 

TGCCTGGCCTGCCTTGTCAACAATGCCGCTTACTCTGCTTCCAGGTTGCCCTGCCTTGCAGA 

GGAAANCNTCGGGACTACACCNTCAAGTGCACATGAACCTGCTGCTGGCCGTCTTCCTGCTG 

GACACGAGCTTCCTGCTCAGCGNAGCCGGTGGCCCTGACAGGCTCTGAAGGCTGGCTGCCGA 

GCCAGTGCCATCTT.CCTGCACTTCTCCTGCTCACCTGCCTTTCCTGGATGGGCCTCGAGGGG 

TACAACCTCTACCGACTCGTGGTGGAGGTCTTTGGCACCTATGTCCCTGGCTACCTACTCAA 

GCTGAGCGCCATGGGCTGGGGCTTCCCCATCTTTCTGGTGACGCTGGTGGCCCTGGTGGATG 

TGGACAACTATGGCCCCATCATCTTGGCTGTGCATAGGACTCCAGAGGGCGTCATCTACCCT 

TCCATGTGCTGGATCCGGGACTCCCTGGTCAGCTACATCACCAACCTGGGCCTCTTCAGCCT 
GGTGTTTCTGTTCAACATGG / 



> 0053756A2J_> 



WO 00/53756 



PCT/US00/04341 



tcgggagtS?5gct?c?S 

TTCTCCTGCTGACATCTG^rS^ 
AGTTTTCcSc^Ja^^^ 

SAAGCTGTGAGTCCTTCAGTGCTACCCCCTTCAGCTT 
-CTTATTCGATATCTTGAACCAG 



KTGCTGTG 
^AAATACC 
ACeATGAGGAGTGTG^rTrTrTV^ 



:GTGCtGTGCTGTGCAGTAGGAACACATCCTATTTA 
rACACTTGTATAAATACATGGATATTTTTATGTACA 

AICTGGCTATTTTGGGGAGAAAATTAAAAAAAAAAAAAAAAAAAAAGGTTTAGGGATAACAGGGTAATGCGGCC 



WO 00/53756 PCT/USOO/04341 

FIGURE 207 

MSLFGLLLLTSALAGQRQGTQAESNLSSKFQFSSNKEQNGVQDPQHERIITVSTNGSIHSPR 

FPHTYPRNTVLVWRLVAVEENVWIQLTFDERFGLEDPEDDICKYDFVEVEEPSDGTILGRWC 

GSGTVPGKQISKGNQIRIRFVSDEYFPSEPGFCIHYNIVMPQFTEAVSPSVLPPSALPLDLL 

NNAITAFSTLEDLIRYLEPERWQLDLEDLYRPTWQLLGKAFVFGRKSRVVDLNLLTEEVRLY 

SCTPRNFSYSIREELKRTDTIFWPGCLLVKRCGGNCACCLHNCNECQCVPSKVTKKYHEVLQ 
LRPKTGVRGLHKSLTDVALEHHEECDCVCRGSTGG 

Signal sequence: 

amino acids 1-14 



BNSDOCIO <WO 00S3756A2 I > 
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™1a^^^^^ 

AAGA ^ AGAAATAGTC ^ ACCTGGGee AAAACTGTTATTATCGAAATCCTTG^ 
GA ^ GGG r eCTAAACTTGACAAAGTTAAAAGTGC TCTCCCTGAA^^ 

c?rSfSI AC I™^ GAA - CTATATC 



GCCCCATTTCCTTGTGCGCCG 

A 

ACTGGAGGAACTGGATCTGTCC 
C^TTTTGTCCCCAGGCTCATCCAATTGGATCTG 
'ACAAGCATTTTCTTCACTGAAAAGCCTG 



^TTeTTTeCTCAAATGCCTG 



\CCTTACCAAGAAeCTAAAGGTT 
3ACGATCGAGAGTGAGTCTCTTAGA 
3 ATAAC AG AT ACTTACAAT TATT CAAG 

S^S TGGAAACTTTGGACCT 

^gaccagcttcccagaaaatgtcctc 
:acctgtgatgctgtgtggtttgtctggtgg 

\TGTGAeTTGTGTGGGGGCAGGAGCACACAAGGGC 
jACTAACCTGATTCTGTTeTGACTTTCCATA 



ACGGTCTA6CCCTTCTTTGCAAAACACAACTGCCTAGTTTACCAAGGAGAGGCCTGGC 
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PCT/USOO/04341 



FIGURE 20 9 



MVFPMWTLKRQILILFNI ILISKLLGARWFPKTLPCDVTLDVPKNHVIVDCTDKHLTEI PGG 

IPTNTTNLTLTINfllPDISPASFHRLDHLVEIDFRCNCVPIPLGSKNNMCIKRLQIKPRSFS 

GLTYLKSLYLDGNQLLEIPQGLPPSLQLLSLEANNIFSIRKENLTELANIEILYLGQNCYYR 

NPCYVSYSIEKDAFLNLTKLKVLSLKDNNVTAVPTVLPSTLTELYLYNNMIAKIQEDDFNNL 

NQLQILDLSGNCPRCYNAPFPCAPCKNNSPLQIPVNAFDALTELKVLRLHSNSLQHVPPRWF 

KNINKLQELDLSQNFLAKEIGDAKFLHFLPSLIQLDLSFNFELQVYRASMNLSQAFSSLKSL 

KILRIRGYVFKELKSFNLSPLHNLQNLEVLDLGTNFIKIANLSMFKQFKRLKVI DLSVNKIS 

PSGDSSEYGFeSNARTSVESYEPQVLEQLHYFRYDKYARSCRFKNKEASFMSVNESCYKYGQ 

TLDLSKNSIFFVKSSDFQHLSFLKCLNLSGNLISQTLNGSEFQPLAELRYLDFSNNRLDLLH 

STAFEELHKLEVLDISSNSHYFQSEGITHMLNFTKNLKVLQKLMMNDNDISSSTSRTMESES 

LRTLEFRGNHLDVLWREGDNRYLQLFKNLLKLEELDISKNSLSFLPSGVFDGMPPNLKNLSL 

AKNGLKSFSWKKLQCLKNLETLDLSHNQLTTVPERLSNCSRSLKNLILKNNQIRSLTKYFLQ 

DAFQLRYLDLSSNKIQMIQKTSFPENVLNNLKMLLLHHNRFLCTCDAVWFVWWVNHTEVTIP 

YLATDVTCVGPGAHKGQSVISLDLYTCELDLTNLILFSLSISVSLFLMVMMTASHLYFWDVW 

YIYHFCKAKIKGYQRLISPDCCYDAFIVYDTKDPAVTEWVLAELVAKLEDPREKHFNLCLEE 

RDWLPGQPVLENLSQSIQLSKKTVFVMTDKYAKTENFKIAFYLSHQRLMDEKVDVIILIFLE 

KPFQKSKFLQLRKRLCGSSVLEWPTNPQAHPYFWQCLKNALATDNHVAYSQVFKETVr 

Sxgnal sequence: 

amino acids 1-26 

Transmembrane domain: 

amino acids 840-860 
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CCGr,TATAr na T^n™^i^I^I^ CT ^ CCACA ACCCCAATGTACAGCACCAGAACGGAAATC 



ATTTTAACAAAGTTTGCGAGAAAACTAACATAGAAGATGC 



CT 



TTTTAACGATGCTGCCCCGCTTAGAAATACTTGACTTGTCTTTTAJ 
TTAATATTTCCAGAAACTTCTCTAAACTTTTGTCTCTACGGGCAT1 
TCAGAGAAGATGATTTCCAGCCCCTGATGCAGCTTCCAAACTTATC 
AGCAAATCGATTTCAAACTTTTCCAAAATTTCTCCAATCTGGAAAT 
CGTTGGTAAAAGATACCCGGCAGAGTTATGCAAATAGTTCCTCTTT 
CAGATTTTGAGTTTGACCCACATTCGAACTTTTATCATTTCACCCG 
ATGGAAAAGCCTTAGATTTAAGCCTCAACAGTATTTTCTTCATTGG 
rTGCCTGTTTAAATCTGTCTGCAAATAGCAATGCTCAAGTGTTAAG 
^^^ TTTGGATTTGA CAAACAATAGACTAGACTTTGATAATGC 
^JP AGATCTCAGCTATAATTCACACTAT TTeAGAATAGCAGG 

^H^ aaatctaaaagttttaaacttgagg cacaacaaca™ 



jCATTGCATTTAAGAGGI 

CTATCGACTATCAACTTC 

fAAATTATTTACTTGTCS 
■-CTTTTCAACGTCATATC 

^CCCGTCCTTTAATAAAG 
TTGGGCCAAACCAATTT 
'TAAGTGGAACTGAATTT 
ATGCTAGTGCTCTTACT 



CGTTGGTAAAAGATACCCGGCAGAG^^^^^ 

atggaaaagccttagatttaagcctcaacagtatJ^^^^ 



AACT 
TTGC 
AGCA 
GGGA 
CGTT 1 
3CCTi 
jGGGi 

:agg 

-AGGi 

rTTA r 

VTATC 

:gct< 
;ctgc 
:ctg; 
:ctc/ 
;acti 

lTTC£ 

:tggaaa 

.GGTA 
CAAA 
ACTG 
ATAG 
GCTT 
CACT 
TTGG 

rlilrlnl%£~ ATTCCATTAAGCAATAC ^CTGACGTTAAGTCATGATTTCGCGCCATAATA 

===== 



^I^^P^CTAAAGAGGGCATTTCAAGACTTATAAACTTGAAAAATCTCT^^ 

^GATGGAGTATTTGAAACGCTGACAAATTTGGAGTTG 

:aaactgccaagctccctacgcaaactttttctgagc 

CTCCGAOSTGCTTCAATGCCCCA^^ 

™ m „ lr"t ul - Ll - CA1 ^TCCATGCGTGCCTTGTGATGGTGGTGCTTCAATTAATATAGATCGT' 

'CTCTCTAGCACTTCCCTCAGGAAGATTAATGCTGCC 
•GAATTCAACTATTTAGTGGGAGAAATAGTCTCTGGG( 
TTGTCTTTTAACTATATAAAGGGGAGTTATCCACAGI 
CTACGGGCATTGCATTTAAGAGGTTATGTGTTCCAGC 
CCAAACTTATCGACTATCAACTTGGGTATTAATTTTi 
AATCTGGAAATTATTTACTTGTCAGAAAACAGAATA-; 
AGTTCCTCTTTTCAACGTCATATCCGGAAACGACGCT 
CATTTCACCCGTCCTTTAATAAAGCCACAATGTGCTC 
rTCTTCATTGGGCCAAACCAATTTGAAAATCTTCCTC 
CAAGTGTTAAGTGGAACTGAATTTTCAGCCATTCCTC 
rTTGATAATGCTAGTGCTCTTACTGAATTGTCCGACl 
AGAATAGCAGGCGTAACACATCATCTAGAATTTATTC 
AACAACATTTATACTTTAACAGATAAGTATAACCTGG 

-gccttgacattttgtggaatgatgatgacaacaggt 

-TGGATTTATCCCTTAATAGGCTGAAGCACATCCCAA 

:tgagtcataacaggatttcccacctaccctctggct 

iGTTCCAATCTGCTAAAAACAATCAACAAATCCGCAC 
ATTTCCGAAGATGGATGGATGA^CATCTGAATGI^AA 



ACATTACTAGATTT 
GCTTCAATTAATAT 
^TCAGGAAGATTAA* 
GTGGGAGAAATAGT' 
?VTAAAGGGGAGTTA' 
TTAAGAGGTTATGT( 
^TCAACTTGGGTAT' 
[ , ACTTGTCAGAAAA< 
-GTCATATCCGGAAi 
fTAATAAAGCCACAJ 
^ACCAATTTGAAAAl 
VCTGAATTTTCAGCC 
;CTCTTACTGAATTC 
tCACATCATCTAGA^ 
TAACAGATAAGTA7 
GGAATGATGATGAC 
lATAGGCTGAAGCAC 
ATATGTTAAAGTTT 
AACTACTCTTTTTA 



GTGC 
CCCT 
TAGT 
ATAT 
kTTT 
CTAT 
ETTA 
?\ACG 
-TTT. 

:aaa( 

3AAC 
3TGC 

:aacj 
:tttj 

'GTGC 
TAA*] 



:tttc 



GCTTC 
GTGAT 
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FIGURE 211 



MENMFLQSSMLTCIFLLISGSCELCAEENFSRSYPCDEKKQNDSVIAECSNRRLQEVPQTVG 

KYVTELDLSDNFITHITNESFQGLQNLTKINLNHNPNVQHQNGNPGIQSNGLNITDGAFLNL 

KNLRELLLEDNQLPQIPSGLPESLTELSLIQNNIYNITKEGISRLINLKNLYLAWNCYFNKV 

CEKTNIEDGVFETLTNLELLSLSFNSLSHVPPKLPSSLRKLFLSNTQIKYISEEDFKGLINL 

TLLDLSGNCPRCFNAPFPCVPCDGGASINIDRFAFQNLTQLRYLNLSSTSLRKINAAWFKNM 

PHLKVLDLEFNYLVGEIVSGAFLTMLPRLEILDLSFNYIKGSYPQHINISRNFSKLLSLRAL 

HLRGYVFQELREDDFQPLMQLPNLSTINLGINFIKQIDFKL.FQNFSNLEIIYLSENRISPLV 

KDTRQSYANSSSFQRHIRKRRSTDFEFDPH.SNFYHFTRELIKPQCAAYGKALDLSLNSIFFI 

GPNQFENLPDIACLNLSANSNAQVLSGTEFSAIPHVKYLPLTNNRLDFDNASALTELSDLEV 

LPLSYNSHYFRIAGVTHHLEEIQMFTNLKyLNLSHNNIYTLTDKYNLESKSLVELVFSGNRL 

DILWNDPPNRYI.SIFKGLKNLTRLDLSLNRLKHIPNEAFLNLPASLTELHINDNM 

LLQQFPRLELLDLRGNKLLFLT.DSLSPFTSSLRTLLLSHNRISHLPSGFLSEVSSLKHLDLS 

SNLLKTINKSALETKTTTKLSMLELHGNPFECTGDIGPFRRWMDEHLNVKIPRLVDVICASP 

GDQRGKSIVSLELTTCVSDVTAVILFFFTFFITTMVMI^LAHHLFYWDVWFIYNVCLAKVK 

GYRSLSTSQTFYPAYISYPTKDASVTPWVINELRYHLEESRDKNVLLCLEERDWDPGLAIID 

NLMQSINQSKKTVFVLTKKYAKSWNFKTAFYtALQRLMDENMDVIIFlLLEPVLQHSQYLRL 

RQRICKSSILQWPPNPKAEGLFWQTLRNVVLTENPSRYNNMYVDSIKQY . : 



Signal sequence: 

amino acids 1-2 6- - 



Transmembrane^ domain : 

amino acids 826-8_48 \ 
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CCAGGTCCAACTGCACCTCGGTTCTATCGATTGAATTCCCCGGGGATCCTCTAGAGATCCCT 
CGACCTCGACCCACGCGTCCGCCAAGCTGGCCCTGCACGGCTGCAAGGGAGGCTCCTGTGGA 
CAGGCCAGGCAGGTGGGCCTCAGGAGGTGCCTCCAGGCGGCCAGTGGGCCTGAGGCCCCAGC 
AAGGGCTAGGGTCGATCTCCAGTCCCAGGACACAGCAGCGGCCACCATGGCCACGCCTGGGC 

tcgagcagcatcagcagccgcgaggaccggggagggacaggtggcgggcaccacccggagga 

GCAGCTCGTGCCCCTGteCGGGGGATGAC-T-GAT-TCTCCTCCGCCAGGCCACCCAGAGGAGAA 

GGCCACCCCGCCTGGAGGCACAGGCCAT6AGGGGCTCTCAGGAGGTGCTGCTGATGTGGCTT 

CTGGTGT^GGGAGTGGGCGGCACAGAGCACGCCTACCGGCCCGGCCGTAGGGTGTGTGCTGT 

eGGGGCTCAGGGGGAGCCTGTCTCCGAGTCGTTCGTGCAGCGTGTGTACCAGCCCTTCCTCA 

CCACCTGCGACGGGCACCGGGCCTGCAGCACCTACCGAACCATCTATAGGACCGCCTACCGC 

CGCAGCCCTGGGCTGGCCCCTGCCAGGCCTCGGTACGCGTGCTGCCCCGGCTGGAAGAGGAC 

CAGCGGGCTTCCTGGGGCCTGTGGAGCAGCAATATGCCAGCCGCCATGCCGGAACGGAGGGA 

GCTGTGTCCAGCCTGGCCGCTGCCGCTGCCCTGCAGGATGGCGGGGTGACACTTGCCAGTCA 

GATGTGGATGAATGCAGTGCTAGGAGGGGCGGCTGTCCCCAGCGCTGCATCAACACCGCCGG 

CAGTTACTGGTGCCAGTGTTGGGAGGGGCACAGCCTGTCTGCAGACGGTACACTCTGTGTGC 

CCAAGGGAGGGCCCCCCAGGGTGGCCCCCAACCCGACAGGAGTGGACAGTGCAATGAAGGAA 

GAAGTGCAGAGGCTGCAGTCGAGGGTGGACCTGCTGGAGGAGAAGCTGCAGCTGGTGCTGGC 

CCCACTGCACAGCCTGGCCTCGCAGGCACTGGAGCATGGGCTCCCGGACCCCGGCAGCCTCC 

TGGTGCACTCCTTCCAGCAGCTCGGCCGCATCGACTCCCTGAGCGAGCAGATTTCCTTCCTG 

GAGGAGCAGCTGGGGTCCTGCTCCTGCAAGAAAGACTCGT6ACTGCCCAGCGCCCCAGGCTG 

GACTGAGCCCCTCACGCCGCCCTGCAGCCCCCATGCCCCTGCCCAACATGCTGGGGGTCCAG " 

AAGCCACCTCGGGGTGACTGAGCGGAAGGCCAGGCAGGGCCTTCCTCCTCTTCCTCCTCCCC 

TTCCTCGGGAGGCTCCCCAGACCCTGGCATGGGATGGGCTGGGATCTTCTCTGTGAATCCAC 

CCCTGGCTACCCCCACCCTGGCTACCCCAACGGCATCCCAAGGCCAGGTGGGCCCTCAGCTG 

AGGGAAGGTACGAGCTCCCTGCTGGAGCCTGGGACCCATGGCACAGGCCAGGCAGCCCGGAG 

GCTGGGTGGGGCCTCAGTGGGGGCTGCTGCCTGACCCCCAGCACAATAAAAATGAAACGTGA 

CGACCTGCAGAAGCTTGGCCGCCATGGCCCAACTTGTTTATTGCAGCTTATAATGGTTACAAAT 
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FIGURE 91 -3 

MRGSQEVLLMWLLVLAVGGTEHAYRPGRRVCAVRAHGDPVSESFVQRVYQPFLTTCDGHRAC 

STYRTIYRTAYRRSPGLAPARPRYACCPGWKRTSGL.PGACGAAICQPPCRNGGSCVQPGRCR 

CPAGWRGDTCQSDVDECSARRGGCPQRCINTAGSYWCQCWEGHSLSADGTLCVPKGGPPRVA 

PNPTGVDSAMKEEVQRLQSRVDLLEEKLQLVLAPLHSLASQALEHGLPDPGSLLVHSFQQLG 
RIDSLSEQISFLEEQLGSCSCKKDS 

Signal sequence: 

1-19 • 



_0053756A2_t_> 



WO 00/53756 



PCmJSOO/04341 



GCCAGGCAGGTGGGCCTCAGGAGGTGCCTCCAGGCGGCCAGTGGGCCTGAGGCCCCAGCAAG 

GGCTAGGGTCCATCTCCAGTCCCAGGACACAGCAGCGGCCACCATGGCCACGCCTGGGCTCC 

AGCAGCATCAGAGCAGCCCCTGTGGTTGGCAGCAAAGTTCAGCTTGGCTGGGCCCGCTGTGA 

GGGGCTTCGCGGTAGGCCGTGCGGTGTCCCGAGGGCTGAGGTCTCCtCATCTTCTCCCTAGC 

AGTGGATGAGCAACCCAACGGGGGCCCGGGGAGGGGAACTGGCCCCGAGGGAGAGGAACCCC 

AAAGCCACATCTGTAGCCAGGATGAGCAGTGTGAATCCAGGCAGCCCCCAGGACCGGGGAGG 
CAGAGGTGGGGCGCACCACCCGGAGGAGeAGCTCGT^ 

TCGTCCGCCAGGCCACCCAGAGGAGAAGGGCAGCCC 
TCTCAGGAGGTGCTGCTGATGTGGCTTCTG.GTGTXGGC^ 
GCGGCCCGGCCGTAGGGT&TGTGC^ 
TGCAGCGTGTGTACCAGCCCTT 

CGAACCATCTATAGGACCGCCTACCGCCG^ 
CGCGTGCTGCCCCGGCTGGAAGAGGACGAGCGGG 
~ GCCAGCCGCCATG ^ 

ggatggcggggtgacagttggcagtc.ag^ 

TCCCCA^CGCTGCATCAACACCGCCGGCAGfTAC 
TGTCTGCAGAGSG^ACACTCTGTGTG 

ACAGGAGTGGACAGTGCAATGAAGGA^GA^GTGCAGAGGCTGCAGTCC 

GGAGGAGAAGCTGCAGCTGGTGCTGGGCeeACTGCACAGCCTGGGCTeGCAGGCACTGGAGC 
ATGGGCTCCCGGACCCCGGCAGCCTCCTGGTGCACtcCTT 

TCCCTGAGCGAGCAGATTTCCTTCCTGGAGGAGCAGCTGGGGTCCTGCTCCTGCAAGAAAGA 

CTCGTGACTGCCCAGCGCTCCAGGCTGGACTGAGCCCCTCACGCCGCCCTGCAGCCCCCATG 

CCCCTGCCCAACATGCTGGGGGTCCAGAAGCCACCTCGGGGTGACTGAGCGGAAGGCCAGGC 

AGGGCCTTCCTCCTCTTCCTCCTCCCCTTCCTCGGGAGGCTCCCCAGACCCTGGCATGGGAT 

GGGCTGGGATCTTCTCTGTGAATCCACCCCTGGCTACCCCCACCCTGGCTACCCCAACGGCA 

TCCCAAGGCCAGGTGGACCCTCAGCTGAGGGAAGGTACGAGCTCCCTGCTGGAGCCTGGGAC 

CCATGGCACAGGCCAGGCAGCCCGGAGGCTGGGTGGGGCCTCAGTGGGGGCTGCTGCCTGAC 
CCCCAGCACAATAAAAATGAAACGTG 
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FIGURE 215 

MRGSQEVLLMWLLVLAVGGTEHAYRPGRRVCAVRAHGDPVSESFVQRVYQPFLTTCDGHRAC 

STYRTI YRTAYRRSPGLAPARPRYACCPGWKRTSGLPGACGAAICQPPCRNGGSCVQPGRCR 

CPAGWRGDTCQSDVDECSARRGGCPQRCINTAGSYWCQCWEGHSLSADGTLCVPKGGPPRVA * 

PNPTGVDSAMKEEVQRLQSRVDLLEEKLQLVLAPLHSLASQALEHGLPDPGSLLVHSFQQLG 
RIDSLSEQISFLEEQLGSCSCKKDS 

Signal sequence: 

1-19 ■ .. 
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CCCACGCGTCCGAAGCTGGCCCTGCACGGCTGCAAGGGAGGCTCCTGTGGACAGGCCAGGCA 

GGTGGGCCTCAGGAGGTGCCTCCAGGCGGCCAGTGGGCCTGAGGCCCCAGCAAGGGCTAGGG 

TCCATCTCCAGTCCCAGGACACAGCAGCGGCCACCATGGCCACGCCTGGGCTCCAGCAGCAT 

CAGCAGCCCCCAGmCCGG.GGAGGGACAGGTGGCqCCCACCACCCGGAGGAGCAGCTCCTGC 

CCCTGT.CCGGGGGATGACT.GATTCTCCTCCGCCAGGCGACCCAGAGGAGAAGGCCACCCCGC 
CTGGAGGCACAGGQC^AGGGGCTCTC 

AGTGGGGGG;CAtAGAGCA_^ 

GGGACCGTGTCTUCGAGTGGTTCGTG^ 

GGGGACCGGGeeTGeAGeAGGTACCGAACCAT^ 
GGTGG.GGCC-TGCCA^ 

ctggggc.ct^ 

atgcagtgctaggagggc^ggctgtcccgagggctgcgtgaagac 
gccagtgttgggaggggcacagcct 

CCC.C^cA^GTGG^ 

gctg^Agtccagggtgga^ 

GCCTGGCCtCGCA^GCACTGGAGG 

ttgcagcagctcgggcgcatggagtccgi^ag^gagcagatt 
ggggtcctgct^ 

tgacgccgcggtg^gggcccat 

GGGTGA]CTGAGc'g^ 

gct.ccccagaccctggcaxgggatgggctgggatcttctctgtgaa^ 

CCCACCCTGGGTAGCGG^ 

GAGGTCGC ^^^^^^ 

^^'^^^^^^^''^^f^'t'GC ^ TGAC CCC G AGCAC AATAAAAATGAAACGT G 
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FIGURE 917 

MRGSQEVLLMWLLVLAVGGTEHAYRPGRRVCAVRAHGDPVSESFVQRVYQPFLTTCDGHRAC 

STYRTI YRTAYRRSPGLAPARPRYACCPGWKRTSGLPGACGAAICQPPCRNGGSCVQPGRCR 

CPAGWRGDTCQSDVDECSARRGGCPQRCVNTAGSYWCQCWEGHSLSADGTLCVPKGGPPRVA 

PNPTGVDSAMKEEVQRLQSRVDLLEEKLQLVLAPLHSLASQALEHGLPDPGSLLVHSFQQLG 
RIDS'LSEQISFLEEQLGSCSCKKDS 

Signal sequence : 

1-19 
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FIGORB 911: 



TCCTTTTCTCC^ 
TCAAGAATTTCCAGATAAACAA^ 

GGGCCTCCCATTGCAGGATCTGTGAGAAGTGTGTGGAGGGGTTCGACCATCA^ 
TJGGAAAGAGGAACTACCG.CTACTTC^ 

TCAACATC<^TATGTGGeCCTCAAATCTTTGAAAA^^^ 

AA ~? AG AAGG GAAG ACATC AAAGG AT CAT GG AC AG G G AA^^ATCG^dTCC^^ AA^CCCT AC AGCC 
.ATGGCAATATTGTGA^GAACTGCTGTGAAGTGCTGTOTGGeeWT 
^TTGCCACTGGAGGAAAGTGGAAGTCGACCTC^^ 



CCATGGGGTCAGCCACAGGGTCCGCTT^GAGCCCCTcicT^ 
TGGTCTCATTCTGGGGCTAAAAGTTTTTGAGACTdGCTCA^TCCTS 

tIgggtcaSga^^^^ 

3cccgagtgctcacttaaac 



GCTCTCCTCT 

cggctgagtgagggaaagcccagcactgctgccctctcg~g"ct^t^ 
atggtaacgacactc^gggc^ 

AGCCAGGGTCeTGTCTGGATGAeTTAT 
\CTGTGTCTAATGCA " 
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FIGURE 21 Q 

MSVMVVRKKVTRKWEKLPGRNTFCCDGRVMMARQKGIFYLTLFLILGTCTLFFAFECRYLAV 

qlspaipvfaamlflfsmatllrtsfsdpgvi pralpdeaafiemeieatngavpqgqrppp 

RIKNFQINNQI VKLKYCYTCKIFRPPRASHCSICDNCVERFDHHCPWVGNCVGKRNYRYFYL 
FILSLSLLTI YVFAFNIVYVALKSLKIGFLETLKETPGTVLEVLICFFTLWSVVGLTGFHTF 
LVALNQTTNEDIKGSWTGKNRVQNPYSHGNIVKNGCEVLCGPLPPSVLDRRGILPLEESGSR 
PPSTQETSSSLLPQSPAPTEHLNSNEMPEDSSTPEEMPPPEPPEPPQEAAEAEK 

Putative transmembrane domains : 

amino acids 36-55 (type II TM) , . 65-84, 188-208, 229-245 
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FIGURE 39f> 

AAAACCCTGTATTTTTTACAATGCAAATAGACAATNANCCTGGAGGTCTTTGAATTAGGTAT 
TATAGG6ATGGTGGGGTTGATTTTTNTTCCTGGAGGCTTTTGGCTTTGGACTCTCNCTTTCT 
CCCACAGAGCNCTTCGACCATCACTGCCCCTGGGTGGGGAATTGTGTTGGAAAGAGGAACTA 
CCGCTANTTGTACGTCTTCATCCTTTNTCTCTCCCNCCTCACAATCTATGTGTTCGCCTTCA 

AC atggt • ; , j :.::•:-•.:£ . 7 ~?r -: ,- . . .-• — - ; . - 
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FIGURE 221 



GTTGTGTCCTTCAGCAAAACAGTGGATTTAAATCTCCTTGCACAAGCTTGAGAGCAACACAA 

TCTATCAGGAAAGAAAGAAAGAAAAAAACCGAACCTGACAAAAAAGAAGAAAAAGAAGAAGA 

AAAAAAATCATGAAAACCATCCAGCCAAAAATGCACAATTCTATCTCTTGGGCAATCTTCAC 

GGGGCTGGCTGCTCTGTGTCTCTTCCAAGGAGTGCCCGT.GCGCAGCGGAGATGCCACCTTCC 

CGAAAGCTATGGACAACGTGACGGTCCGGCAGGGGGAGAGCGCCACCCTCAGGTGGACTATT 

GACAACCGGGTCACCCGGGT'GGCCTGGCTAAACCGCAGCACCATCCTCTATGCTGGGAATGA 

CAAGTGGTGCCTGGATCCTCGCGTGGTCCTTCTGAGCAACACCCAAACGCAGTACAGCATCG 

AGATCCAGAACGTGGATGTGTATGACGAGGGCCCTTACACCTGCTCGGTGCAGACAGACAAC 

CACCCAAAGACCTCTA'GGGTCCACCTCATTGTGGAAGTATCTCCCAAAATTGTAGAGATTTC 

TTCAGATATCTCCATTAATGAAGGGAACAATATTAGCCTCACCTGCATAGCAACTGGTAGAC 

CAGAGCCTACGGTTACTTGGAGACACATCTCTCCCAAAGeGGTTGGCTT'TGTGAGTGAAGAC 

GAATACTTGGAAATTGAGGGCATCACCCGGGAGCAGTCAGGGGACTACGAGTGCAGTGCCTC 

CAATGAGGTGGCCGCGCCCGTGGTACGGAGAGTAAAGGTGACCGTGAACTATCCACCATACA 

TTTCAGAAGCCAAGGGTACAGGTGTCCCCGTGGGAGAAAAGGGGACACTGCAGTGTGAAGCC 

TCAGCAGTCCCCTCAGCAGAATTCCAGTGGTACAAGGATGACAAAAGACTGATTGAAGGAAA 

GAAAGGGGTGAAAGTGGAAAACAGACCTTTCCTCT?CAAAACTCA"TCTTCTTCAATGTCTCTG 

AACATGACTATGGGAACTACACTTGCGTGGCCTCCAACAAGCTGGGCCACACCAAtGCCAGC 

ATCATGCTATTTGGTCCAGGCGCCGTCAGCGAGGTGAGCAACGGCACGTCGAGGAGGGCAGG 

CTGCGTCTGGCTGCTGCCTCTTCTGGTCTTGCACCTGCTTCTCAAATTTTGATGTGAGTGCC 

ACTTCCCCACCCGGGAAAGGCTGCCGCCACCACCACCACCAACACAACAGCAATGGCAACAC 

cgacagcaaccaatcagatatatacaaatgaaattagaagaaacacagcct'catgggacaga 
aatttgagggaggggaacaaagaatactttggggggaaaagagttttaaaaaagaaattgaa 
aattgccttgcagatatttaggtacaatggagttttcttttcccaaacgggaagaacacagc 
acacccggcttggacccactgc'aagctgcatc'gtgcaacctctttggtgccagtgtgggcaa 
gggctcagcctctctgcccacagagtgccccca'cgtggaacattctggagc'tggccatccca 

AATTCAATCAGTCCATAGAGACGAACAGAATGAGACCTTCCGGCCCAAGCGTGGCGCTGCGG 
GCACTTTGGTAGACTGTGGCACCACGGCGTGTGTTGTGAAACGTGAAATAAAAAGAGCAAAA 



AAAAA 
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figure; ooo 

MKTIQPKMHNSISWAIFTGLAALCLFQGVPVRSGDATFPKAMDNVTVRQGESATLRCTIDNR 

VTRVAWLNRSTILYAGNDKWCLDPRVVLLSNTQTQYSIEIQNVDVYDEGPYTCSVQTDNHPK 

TSRVHLIVQVSPKIVEISSDISINEGNNISLTCIATGRPEPTVTWRHISPKAVGFVSEDEYL 

EIQGITREQSGDYECSASNDVAAPVVRRyKVTVNYPPYISEAKGTGVPVGQKGTLQCEASAV 

PSAEFQWYKDDKRLIEGKKGVKVENRPFLSKLIFFNVSEHDYGNYT.CVASNKLGHTNASIML 
FGPGAVSEVSNGTSRRAGCVWLLPLLVLHLLLKF. ...... 

Signal jK-.Ji; : 'nv-: ~ • ; -.--\ jr.- ~ 'J-' ■ ■ 

amino. aqids." w lr:2K*i; .' . . - ■ - j - - 1 ! ' ■ ; > l :v .: ■• . 
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FIGURE 291 

GAAAAT^AAATCATGAAAACCATCCAGCCAAAAATGCACAATTCTATCTCTTGGGCAATCTTC 

ACGGGGCTGGCTGCTCTGTGTCTCTTCCAAGGAGTGCCCGTGCGCAGCGGAGATGCCACCTT 

CCCCAAAGCTATGGACAACGTGACGGTCCGGCAGGGGGAGAGCGCCACCCTCAGGTGCACTA 

TTGACAACCGGGTCACCCGGGTGGCCTGGCTAAACCGCAGCACCATCCTCTATGCTGGGAAT 

GACAAGTGGTGCCTGGATCCTCGCGTGGTCCTTCTGAGCAACACCCAAACGCAGTACAGCAT 

CGAGATCCAGAACGTGGATGTGTATGACGAGGGCCCTTACACCTGCTCGGTGCAGACAGACA 

ACCACCCAAAGACCTCTAGGGTCCACCTCATTGTGCAAGTATCTCCCAAAATTGTAGAGATT 

TCTTCAGATATCTCCATTAATGAAGGGAACAATATTAGCCTCACCTGCATAGCAACTGGTAG 
ACCAGAG 
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ATCACCGCCTGGCCCGACTCCACCATGAACGTCGCGCTGCAGGAGCTGGGAGCTGGCAGCAACGTGGGATTCCAr 

3GAGCTGGGAGCCCAGCCACTGAGA 



GAGCAGATGCAGCAGGTGCTGGAGTTGGAGATA<^GCTGGCCAACATCACAffTG^CC^ft^ACCAGCGGCGCGAC 

a^IIsE™ 



TATATr^^^^^^^^^^^^^^^^^^^^^^^^^^^^^^^^^^^^ ^^^^*^^^^^GAG^TGCCATGTAT 
GJTgTCATTGGTTTCCCAGRCTTW^ 

SfcA^CAcSG^ 

ATGCAAGCTGGGCTGGGTCTAGTCCCTCCCCCCCACAGGTGACATGA^ 

TGCCTCTGCTTTGGGGGTGCCCCTGCCTCCAGCAGAGCCCCCACCATTCACTGTG^^ 

GCCTGGAAGAGGTCTGGGTGGGGAGGCCAGTTCCCATAGGAAGiGT^TCTGCC 
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FIGURE 29* 

MNVALQELGAGSNVGFQKGTRQLLGSRTQLELVLAGASLLLAALLLGCLVALGVQYHRDPSH 

stclteacirvagkilesldrgvspcedfyqfscggwirrnplpdgrsrwntfnslw'dqnqa 

ILKHLLENTTFNSSSEAEQKTQRFYLSCLQVERIEELGAQPLRDLIEKIGGWNITGPWDQDN 
FMEVLKAVAGTYRATPFFTVYISADSKSSNSNVIQVDQSGLFLPSRDYYLNRTANEKVLTAY 
LDYMEELGMLLGGRPTSTREQMQQVLELEIQLANITVPQDQRRDEEKIYHKMSISELQALAP 
SMDWLEFLSFLLSPLELSDSEPVVVYGMDYLQQVSELINRTEPSILNNYLIWNLVQKTTSSL 
DRRFESAQEKLLETLYGTKKSCVPRWQTCISNTDDALGFALGSLFVKATFDRQSKEIAEGMI 
SEIRTAFEEALGQLVWMDEKTRQAAKEKADAI YDMIGFPDFILEPKELDDVYDGYEISEDSF 
FQNMLNLYNFSAKVMADQLRKPPSRDQWSMTPQTVNAYYLPTKNEIVFPAGILQAPFYARNH 
PKALNFGGIGVVMGHELTHAFDDQGREYDKEGNLRPWWQNESLAAFRNHTACMEEQYNQYQV 
NGERLNGRQTLGENITDNGGLKAAYNAYKAWLRKHGEEQQLPAVGLTNHQLFFVGFAQVWCS 
VRTPESSHEGLVTDPHSPARFRVLGTLSNSRDFLRHFGCPVGSPMNPGQLCEVW 

Type II Transmembrane domain : 

amino acids 32-57 
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CAgSScCC^^ 



g?gSg?Sgggacccggga2^ 

CAAGCCCGTC???G^r^^ 
GGAGCCATTCGGGGTGATrrrrTrrr^ 



^TCACTCA 

aGCGGTGTCCCCAGAGACCTTCAGTGCCATCCTGAC 



^5? eC ?T?^^ T ^ GGCAGGCA GG'CCAGGGCTGCGCA^ 

3GCTAATGCCGTGATCCC 



SCT 

:ttgggcctcctggaagggcagggcc • 



gcagtggttcccagag; 
atgtggggtaagtgggc 



Ii^!SS™ G ~ 

ggcaggggtgcctcactgtgagc 
ctgttcccgctgcacggcccacc 

a^ g S agc ^^^ 



^S^^CACTGCCACTGTCCTG^ 

GGCGGCGTAAGTGAGGGAGTCCAGGGTCAGGAGCTGTGAGTGGAGGGCTCAC ^AC&GCCCACC 



ACCTGGTGGAATTGTTATTTATGACCTTTTCTTTACAAATGAGATTTCTGAAGCTCAGAGAAATTAArrAArrar 

I^ CC ™ CTCTATGCCTCTCTGTGCCTCTCCACT CCCTCTCCCCTCCTCCAA^^ 
™F CCCAGAGAGCAG ^ eTGATCCAGA "GCTGGAGAAAG^ 

?S A rrrfr^ GC J C " C Z G J CCTG 



tctgtcctggaa 
:actcagcaccaag 



cgtggcnnttggctggcatncctggg^^ 
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FIGURE 2?7 

GGCCGAGCGGGGGTGCTGCGCGGCGGCCGTGATGGCTGGTGACGGCGGGGCCGGGCAGGGGA 

CCGGGGCCGCGGCCCGGGAGCGGGCCAGCTGCCGGGAGCCCTGAATCACCGCCTGGCCCGAC 

TCCACCATGAACGTCGCGC.TGCAGGAGCTGGGAGCTGGCAGCAACGTGGGATTCCAGAAGGG 

GACAAGACAGCTGTTAGGCTCACGCACGCAGCTGGAGCTGGTCTTAGCAGGTGCCTCTCTAC 

TGCTGGCTGCACTGCTTCTGGGCTGCCTTGTGGCCCTAGGGGTCCAGTACCACAGAGACCCA 

TCCCACAGCACCTGCCTTACAGAGGCCTGCATTCGAGTGGCTGGAAAAATCCTGGAGTCCCT 

GGACCGAGGGGTGAGCCCCTGTGAGGACTTTTACCAGTTCTCCTGTGGGGGCTGGATTCGGA 

GGAACCCCCTGCCCGATGGGCGTTCTCGCTGGAACACCTTCAACAGCCTCTGGGACCAAAAC 

CAGGCCATACTGAAGCACCTGCTTGAAAACACCACCTTCAACTCCAGCAGTGAAGCTGAGCA 

GAAGACACAGCGCTTCTACCTATCTTGCCTACAGGTGGAGCGCATTGAGGAGCTGGGAGCCC 

AGCCACTGAGAGACCTCATTGAGAAGATTGGTGGTTGGAACATTACGGGGCCCTGGGACCAG 

GACAACTTTATGGAGGTGTTGAAGGCAGTAGCAGGGACCTACAGGGCCACCCCATTCTTCAC 

CGTCTACATCAGTGCCGACTCTAAGAGTTCCAACAGCAATGTTATCCAGGTGGACCAGTCTG 

GGCTCTTTCTGCCCTCTCGGGATTACTACTTAAACAGAACTGCCAATGAGAAAGTAAGGAAC 

ATCTTCCGAACCCCCATCCCTACCCCTGGCTGAGCTGGGCTGATCCCTGTTGACTTTTCCCT 

TTGCCAAGGGTCAGAGCAGGGAAGGTGAGCCTATCCTGTCACCTAGTGAACAAACTGCCCCT 

CCTTTCTTTCTTCTTTTCTTCCTCCCTCCCTCCCTTTCTTCCCCTTTTCCTTCCTTCCTTCC 

TCTTATTCTTCTAGTAGGTTTCATAGACACCTACTGTGTGCCAGGTCCAGTGGGGGAATTCG 

GAGATATAAGTTTCCGAGCCATTGCCACAGGAAGCGTTCAGTGTCGATGGGTTCATGGACCT 

AGATAGGCTGATAACAAAGCTCACAAGAGGGTCCTGAGGATTCAGGAGAGACTTATGGAGCC 

AGCAAAGTCTTCCTGAAGAGATTGCATTTGAGCCAGGTCCTGTAG 



.0053756A2J_> 
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ATGCCTAGTACCTTCCAACTAAGAATGAGATCGTCTTCCCCGCTGGCATCCTGCAGGCCCCC 

TTCTATGGCCGCAACCACCCCAAGGCCCTGAACTTCGGTGGCATCGGTGTGGTCATGGGCCA 

TGAGTTGACGCATGCCTTTGATGACCAAGGGCGCGAGTATGACAAAGAAGGGAACCTGCGGC 

CCTGGTGGCAGAATGAGTCCCTGGCAGCCTTCCGGAACCACACGGCCTGCATGGAGGAACAG 

TACAATCAATAGCAGGTCAATGGGGAGAGGCTCAACGGCCGCCAGACGCTGGGGGAGAACAT 

TGCTGACAACGGGGGGCTGAAGGCTGCCTACAATGCTTACAAAGCATGGCTGAGAAAGCATG 

GGGAGGAGCAGCAACTGCCAGCCGTGGGGCTCACCAACCACCAGCTCTTCTTCGTGGGATTT 

GCCCAGGTGTGGTGCTCGGTCCGCACACCAGAGAGC^CTCACGAGGGGCTGGTGACCGACCC 

CCACAGCCCTGCCCGCTTCCGCGTGCTGGGCACTCTCTCCAACTCCCGTGACTTCCTGCGGC 

ACTTCGGCTGCCCTGTCGGCTCCCCCATGAACCCAGGGCAGCTGTGTGAGGTGTGGTAGACC 

TGGATCAGGGGAGAAATGGCCAGCTGTGACCAGACCT'GGGGCAGCTCTCCTGACAAAGCTGT 

TTGCTCTTGGGTTGGGAGGAAGCAAATGCAAGCTGGGC.TGGGTCTAGTCCCTCCCCCCCACA 

GGTGACATGAGTACAGACCCTCCTCAATCACCACATTdTGCCTCTGGTTTGGGGGTGCCCCT 

GCCTCCAGCAGAGCCCCCACCATTCACTGTGACATGTTTCCGTGTC^CCCTGCCTGGAAGAG 

GTCTGGGTGGGGAGGCCAGTTGCCATAGGAAGGAGTCTGCCTCTTCT.GTCCCCAGGCTCACT 

CAGCCTGGCGGCCATGGGGCCTGCCGTGCCTGCCCCACTGTGACCCACAGGCCTGGGTGGTG 

TACCTCCTGGACTTCTCCCCAGGCTCACTCAGTGCGCACTTAGGGGTGGACTCAGCTGTGTC 

TGGCTCACCCTCACGGGCTACCCCCACCTCACCCTGTGCTCCTTGTGGCACTGCTCCCAGTG 

CTGCTGCTGACCTTCACTGACAGCTCCTAGTGGAAGCCCAAGGGCCTCTGAAAGCCTCCTGC 

TGCCCACTGTTTCCCTGGGCTGAGAGGGGAAGTGCATATGTGTAGCGGGTACTGGTTCCTGT 

GTCTTAGGGCACAAGCCTTAGCAAATGATTGATTCTCCGTGGACAAAGCAGGAAAGCAGATA 

gagcagggaaaaggaagaacagagtttatttttacagaaaagagggt;gggagggtgtggtct 
tggcccttataggacc '< 
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FIGURE 99 Q 

GGGGAAGAAAGAAAGAAAAGAAACCCACCCACCCACCAAAAAAAAAAAAAAAAAAAAAAAAA 

aaaaaaaaaaaatcctgtggcgcgccgcctggttcccgggaagactc^c^a^c^c^Aggggg 

TAGATGTGACAGATGATGGCCCATACACGTGTTCTGTTCAGACTCAACATACACCCArAArA 

CGTCAATGAAGGAACCAACGTCACTCTTACTTGTTTGGCCACTGGGAAACCAGACrrTTrrA 

TTTCTTGGCGACACATCTCCCCATCAGCAAAACCATTTGAAA^^GGA^ 

TATGGAATTACAAGGGAGCAGGCTGGGGAATATGAATGCAGTGCGGAAAATGCTGTGTCATT 

CCCAGATGTGAGGAAAGTAAAAGTTGTTGTCAACTTTGCTCCTACTATTCAGGAAATTAAAT 

CTGGCACCGTGACCCCCGGACGCAGTGGCCTGATAAGATGTGAAGGTGCAGGTGTGCCGCCT 

CCAGCCTTTGAATGGTACAAAGGAGAGAAGAAGCTCTTCAATGGCCAACAAGGAiTTA^ 

A JI A ^; CTGTGTGGCTGCC ^ C ^ GCTAGGCACAACCA ATGCGAGCCTGCCTCTTAACCCT 
CCAAGTACAGCCCAGTATGGAATTACCGGGAGCGCTGATGTTCTTTTCTCCTGCTGGTACCT 
TGTGTTGACACTGTCCTCTTTCACCAGCATATTCTACCTGAAGAATGCCATTCTACAATAAA 
TTCAAAGACCCATAAAAGGCTTTTAAGGATTCTCTGAAAGTGCTGATGGCTGGATCCAXicT 
GG ^ A ^ AG ^^^^^^ AAA ^^ A ^^^TGGGATATAATCAGCAGTGCTTACATGGGGATGATCGCC 
TTCTGTAGAATTGCTCATTATGTAAATACTTTAATTCTACTCTTTTTTGATTAGCTACATTA 
CCTTGTGAAGCAGTACACATTGTCCTTTTTTTAAGACGTGAAAGCTCTGAAATTACTTTTAG 
AG ^ A I A J^ TGTGATTTCAT G^ 

CTGCTAGGTTGCAGGCTGTAGTTTACAAAAACGAATATTGCAGTGAATATGTGATTCTTTAA 

GGCTGCAATACAAGCATTCAGTTCCCTGTTTCAATAAGAGTCAATCCACATTTACAAAGATG 

CATTTTTTTCTTTTTTGATAAAAAAGCAAATAATATTGCCTTCAGATTATTTCTTCAAAATA 

TAACACATATCTAGATTTTTCTGCTTGCATGATATTCAGGTTTCAGGAATGAGCCTTGTAAT 

ATAACTGGCTGTGCAGCTCTGCTTCTCTTTCCTGTAAGTTCAGCATGGGTGTGCCTTCATAC 

AATAATATTTTTCTCTTTGTCTCCAACTAATATAAAATGTTTTGCTAAATCTTACAATTTGA 

AAGTAAAAATAAACGAGAGTGATCAAGTTAAACCATACACTATCTCTAAGTAACGAAGGAGC 

TATTGGACTGTAAAAATCTCTTCCTGCACTGACAATGGGGTTTGAGAATTTTGCCCCACACT 

AACTCAGTTCTTGTGATGAGAGACAATTTAATAACAGTATAGTAAATATACCATATGATTTC 

TTTAGTTGTAGCTAAATGTTAGATCCACCGTGGGAAATCATTCCCTTTAAAATGACAGCACA 

GTCCACTCAAAGGATTGCCTAGCAATACAGCATCTTTTCCTTTCACTAGTCCAAGCCAAAAA 

TTTTAAGATGATTTGTCAGAAAGGGCACAAAGTCCTATCACCTAATATTACAAGAGTTGGTA 

AGCGCTCATCATTAATTTTATTTTGTGGCAGGTATTATGACAGTCGACCTGGAGGGTATGGA 

TATGGATATGGACGTTCCAGAGACTATAATGGCAGAAACCAGGGTGGTTATGACCGCTACTC 

AGGAGGAAATTAGAGAGACAATTATGACAACTGAAATGAGACATGCACATAATATAGATACA 

CAAGGAATAATTTCTGATCCAGGATCGTCCTTCCAAATGGCTGTATTTATAAAGGTTTTTGG 

AGCTGCACTGAAGCATCTTATTTTATAGTATATCAACCTTTTGTTTTTAAATTGACCTGCCA 

AGGTAGCTGAAGACCTTTTAGACAGTTCCATCTTTTTTTTTAAATTTTTTCTGCCTATTTAA 

AGACAAATTATGGGACGTTTGTCAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 9 in 

MMLLVQGACCSNQWLAAVLLSLCCLLPSCLPAGQSVDFPWAAVDNMMVRKGDTAVLRCYLED 
GASKGAWLNRSSIIFAGGDKWSVDPRVSISTLNKRDYSLQIQNVDVTDDGPYTCSVQTQHTP 
RTMQVHLTVQVPPKIYDISNDMTVNEGTNVTLTC.LATG.KPEPSISWRHISPSAKPFENGQYL 

diygiti?dqagbyec^aen:ax^fp 

PPPAFEW-Y«Gg^LFNGQWlflQNFSTRSILTVTNVTQEHFGN 
NPPSTAOYG|p"' 



.1 iSSH: o3/o-iII- 
Important f eatuyesn, of the protein: 

Signal peptides f -„ 7 - , 

amino icAB£3' 1^31 {I?"3-3'*-0&t 



Tr ansmeiniyirane: domain ; - i i 

amino, a<3dd^o32^3^nt 



■CliEM J I AN 

'.j'lji.." .'"-! i *■?*.! r-_V Ai'^TTfi 



; N-glycosylation 'sites': 

\ ' • * -'SjJW.ajsi! i^t;s v3-:'j; 

I amino ^^^^5\^^^n' ^^^^8^-288 f 292-2^6, 305-309 

! ,. Casein kiflias^e,/ II phosphoirylationc J»4»*<?r-! : -c 
• amino a'£i)l»?*rt?»i>51 , ! "^'©ff^ii^-, 1 =-^2^-228 



Tyrosine kinase phosphorylation site * 

amino acids 178-186 

N-myristoylation^ sites *. 

amino;, acids, 7-13, 63-70, 67-73, 151-157, 239-245, 291-297, 
302-308/ 319-325; 

Myelin PO protein: 

amino acids 92-121. 
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FIGURE 231 

AGTGGTTCGATGGGAAGGATCTTTCTCCAAGTGGTTCCTCTTGAGGGGAGCATTTCTGCTGG 

ctccaggactttggccatctataaagcttggcaatgagaaataagaaaattctcaAggagga 

CGAGCTCTTGAGTGAGACCCAACAAGCTGCTTTTCACCAAATTGCAATGGAGCCTTTCGAAA 

TCAATGTTCCAAAGCCCAAGAGGAGAAATGGGGTGAACTTCTCCCTAGCTGTGGTGGTCATC 

TACCTGATCCTGCTCACCGCTGGCGCTGGGCTGCTGGTGGTCCAAGTTCTGAATCTGCAGGC 

GCGGCTCCGGGTCCTGGAGATGTATTTCCTCAATGACACTCTGGCGGCTGAGGACAGCCCGT 

CCTTCTCCTTGCTGCAGTCAGCACACCCTGGAGAACACCTGGCTCAGGGTGCATCGAGGCTG 

CAAGTCCTGCAGGCCCAACTCACCTGGGTCCGCGTCAGCCATGAGCACTTGCTGCAGCGGGT 

AGACAACTTCACTCAGAACCCAGGGATGTTCAGAATCAAAGGTGAACAAGGCGCCCCAGGTC 

TTCAAGGTCACAAGGGGGCCATGGGCATGCCTGGTGCCCCTGGCCCGCCGGGACCACCTGCT 

GAGAAGGGAGCCAAGGGGGCTATGGGACGAGATGGAGCAACAGGCCCCTCGGGACCCCAAGG 

CCCACCGGGAGTCAAGGGAGAGGCGGGCCTCCAAGGACCCCAGGGTGCTCCAGGGAAGCAAG 

GAGCCACTGGCACCCCAGGACCCCAAGGAGAGAAGGGCAGCAAAGGCGATGGGGGTCTCATT 

GGCCCAAAAGGGGAAACTGGAACTAAGGGAGAGAAAGGAGACCTGGGTCTCCCAGGAAGCAA 

AGGGGACAGGGGCATGAAAGGAGATGCAGGGGTCATGGGGCCTCCTGGAGCCCAGGGGAGTA 

AAGGTGACTTCGGGAGGCCAGGCCCACCAGGTTTGGCTGGTTTTCCTGGAGCTAAAGGAGAT 

CAAGGACAACCTGGACTGCAGGGTGTTCCGGGCCCTCCTGGTGCAGTGGGACACCCAGGTGC 

CAAGGGTGAGCCTGGCAGTGCTGGCTCCCCTGGGCGAGCAGGACTTCCAGGGAGCCCCGGGA 

GTCCAGGAGCCACAGGCCTGAAAGGAAGCAAAGGGGACACAGGACTTCAAGGACAGCAAGGA 

AGAAAAGGAGAATCAGGAGTTCCAGGCCCTGCAGGTGTGAAGGGAGAACAGGGGAGCCCAGG 

GCTGGCAGGTCCCAAGGGAGCCCCTGGACAAGCTGGCCAGAAGGGAGACCAGGGAGTGAAAG 

GA.TCTTCTGGGGAGCAAGGAGTAAAGGGAGAAAAAGGTGAAAGAGGTGAAAACTCAGTGTCC 

GTCAGGATTGTCGGCAGTAGTAACCGAGGCCGGGCTGAAGTT.TACTACAGTGGTACCTGGGG 

GACAATTTGCGATGACGAGTGGCAAAATTCTGATGCCATTGTCTTCTGCCGCATGCTGGGTT 

ACTCCAAAGGAAGGGCCCTGTACAAAGTGGGAGCTGGCACTGGGCAGATCTGGCTGGATAAT 

GTTCAGTGTCGGGGCACGGAGAGTACCCTGTGGAGCTGCACCAAGAATAGCTGGGGCCATCA 

TGACTGCAGCCACGAGGAGGACGCAGGCGTGGAGTGCAGCGTCTGACCCGGAAACCCTTTCA 

CTTCTCTGCTCCCGAGGTGTCCTCGGGCTCATATGTGGGAAGGCAGAGGATCTCTGAGGAGT 

TCCCTGGGGACAACTGAGCAGCCTCTGGAGAGGGGCCATTAATAAAGCTCAACATCATTGA 
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FIGURE ?39 

></usr/seqdb2/sst/DNA/Dnaseqs . full/ss. DNA68886 
xsubunit 1 of 1, 520 aa, 1 stop 
XMW: 52658, pi: 9.16/ NX(S/T) : 3 

MRNKKILKEDELLSETQQAAFHQIAMEPFEINVPKpkRRNGVNFSLAWVIYLILLTAGAGL 

VSHEHLLQRVDNF^QNPGMFR-IKGEQGAPGLQGHKGAMGMPGAPGPPGPPAEKGAKGAMGRD 

GATGPSGPQ.GPPGVKGEAGLQGP.QGAPGKQGATGTP&POGEKGSKGDGGLIGPKGETGTKGE 

KGDLGLPGSKGDRGMKGDAGVMGPPGAQGSKGDFGRPGPPGLAGFPGAKGDQGQPGLOGVPG 

PPGAVGHPGAKGEPGSAGSPGP^GLPGSPGSPGAtGLKGSKGDTGLQGQQGRKdESGVPGPA 
GVKGEQGSPGl,AGP^GAp-^ 



Transmembrane domain: 

amino acids ;47^66 0 r< type] liKfe .1 .>8-4i. --tj •-.<■!..•-,■ 



»_ : : 



N-glycosylation sites. 

amino acids^ 4 3-4/7 ; : -j83^4> W .-iJ^~i4.Q9nca 



2 3 S " ? 



Tyrosine kinase r : ;|>ho^Kd^Atic»^8itter 

amino acids5v432- J 4 4Q s t 55 



N-myristoylatlotoL si3Setei£. a,; ^nr-boay :i-j^t /rs = .-■ 
amino acid^^ 

4 00-406,; 4^1-447 / " 4^.4 § ffllsp - 4 ^6, ' 515^ Szi^l;.-. V ^ ! 1 ? 
Amidation site. 

amino- acids 360^6^^:; . - - - 

leucine zipper pattern. - : ••• . , : - 

amino acids-' 56-7% " T: Z^ 1 _ :y "" en: ^ r ' : : ;: " 

Speract receptor^ repeat- :; - f ■• : .s r .'""'..7'.'" 

amino acids 422-47i A . 4SB-5T9 . } v . : " cn ^" : " : • 

Clq domain proteins ; ~777'7 

amino acids' 151-184 / 301-3^, 316-349 ^ 
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FIGURE 9 33 

CCCACGCGTCCGAAGGCAGACAAAGGTTCATTTGTAAAGAAGCTCCTTCCAGCACCTCCTCT 

CTTCTCCTTTTGCCCAAACTCACCCAGTGAGTGTGAGCATTTAAGAAGCATCCTCTGCCAAG 

ACCAAAAGGAAAGAAGAAAAAGGGCCAAAAGCCAAAATCAAACTGATGGTACTTGTTTTCAC 

CATTGGGCTAACTTTGCTGCTAGGAGTTCAAGCCATGCCTGCAAATCGCCTCTCTTGCTACA 

GAAAGATACTAAAAGATCACAACTGTCACAACCTTCCGGAAGGAGTAGCTGACCTGACACAG 

ATTGATGTCAATGTCCAGGATCATTTCTGGGATGGGAAGGGATGTGAGATGATCTGTTACTG 

CAACTTCAGCGAATTGCTCTGCTGCCCAAAAGACGTTTTCTTTGGACCAAAGATCTCTTTCG 

TGATTCCTTGCAACAATCAATGAGAATCTTCATGTATTCTGGAGAACACCATTCCTGATTTC 

CCACAAACTGCACTACATCAGTATAACTGCATTTCTAGTTTCTATATAGTGCAATAGAGCAT 

AGATTCTATAAATTCTTACTTGTCTAAGACAAGTAAATCTGTGTTAAACAAGTAGTAATAAA 
AGTTAATTCAATCTAAAAAAAAAAAAA 
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FTSQBE_234 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA5275S 
<subunit 1 of 1, 98 aa, 1 stop 

<MW: 11081, pi: 6.687 NX(S7TT: 1 • ■ - -■ - 

MKLMVL V FT I G LT LLLGV QAM P^N ; Ri*SC^RK I L K QH N CH NL P K VADLT Q I DVN VQ DH FW DG 
KGCEMICYCNFSEXL^^ li?] 



Important: features .: r - : ~ ''" ec " 

Signal, peptides \zz . epresenSa:! bv " — 
amino acids>oi?^oi^ r-^j-rasents^- bv- ^ 

N-glycosyl^ftiion ditarp^ssentecr by <req 

amino acidSQ7&>-7§r . r^-re^ented by ^e^rr; 1 
r^G3S6> ris represented bv 
:-HC^/i;. '^s representad by seq .-ID 

Tyrosine kinase pho^fi6^I^ib n >¥o:ie 

amino acids:o63 r 71^ ^.-presented dv **" 

PR0344. as- represented by seu . ID'i 

3.S :"^ijr956nt6d by S 90 ; 0 1 r 



225 ana 226, 
23G- and- 221, 



I - - A A „ « ^ 



2 5 P. - n r* c Q 



j t- . ; y -j ^ 



I:a5 ^nd 270, 

~ J ; J *-t :~ P 1 .<"*- ji 



-^ici, j-s represented by /.-.^ 
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FIGURE PTR 

CCCACGCGTCCGCGGACGCGTGGGCTGGACCCCAGGTCTGGAGCGAATTCCAGCCTGCAGGG 

CTGATAAGCGAGGCATTAGTGAGATTGAGAGAGACTTTACCCCGCCGTGGTGGTTGGAGGGC 

GCGCAGTAGAGCAGCAGCACAGGCGCGGGTCCCGGGAGGCCGGCTCTGCTCGCGCCGAGATG 

TGGAATCTCCTTCACGAAACCGACTCGGCTGTGGCCACCGCGCGCCGCCCGCGCTGGCTGTG 

CGCTGGGGCGCTGGTGCTGGCGGGTGGCTTCTTTCTCCTCGGCTTCCTCTTCGGGTGGTTTA 

TAAAATCCTCCAATGAAGCTACTAACATTACTCCAAAGCATAATATGAAAGCATTTTTGGAT 

GAATTGAAAGCTGAGAACATCAAGAAGTTCTTACATAATTTTACACAGATACCACATTTAGC 

AGGAACAGAACAAAACTTTCAGCTTGCAAAGCAAATTCAATCCCAGTGGAAAGAATTTGGCC 

TGGATTCTGTTGAGCTAGCTCATTATGATGTCCTGTTGTCCTACCCAAATAAGACTCATCCC 

AACTACATCTCAATAATTAATGAAGATGGAAATGAGATTTTCAACACATCATTATTTGAACC 

ACCTCCTCCAGGATATGAAAATGTTTCGGATATTGTACCACCTTTCAGTGCTTTCTCTCCTC 

AAGGAATGCCAGAGGGCGATCTAGTGTATGTTAACT&TGCACGAACTGAAGACTTCTTTAAA 

TTGGAACGGGACATGAAAATCAATTGCTCTGGGAAAATTGTAATTGCCAGATATGGGAAAGT 

TTTCAGAGGAAATAAGGTTAAAAATGCCCAGCT.GGCAGGGGCCAAAGGAGTCATTCTCTACT 

CCGACCCTGCTGACTACTTTGCTCCTGGGGTGAAGTGCTATCCAGACGGTTGGAATCTTCCT 

GGAGGTGGTGTCCAGCGTGGAAATATCCTAAATCTGAATGGTGCAGGAGACCCTCTCACACC 

AGGTTACCCAGCAAATGAATATGCTTATAGGCGTGGAATTGCAGAGGCTGTTGGTCTTCCAA 

GTATTCCTGTTCATCCAATTGGATACTATGATGCACAGAAGCTCCTAGAAAAAATGGGTGGC 

TCAGCACCACCAGATAGCAGCTGGAGAGGAAGTCTCAAAGTGCCCTACAATGTTGGACCTGG 

CTTTACTGGAAACTTTTCTACACAAAAAGTCAAGATGCACATCCACTCTACCAATGAAGTGA 

CGAGAATTTACAATGTGATAGGTACTCTCAGAGGAGCAGTGGAACCAGACAGATATGTCATT 

CTGGGAGGTCACCGGGACTCATGGGTGTTTGGTGGTATTGACCCTCAGAGTGGAGCAGCTGT 

TGTTCATGAAATTGTGAGGAGCTTTGGAACACTGAAAAAGGAAGGGTGGAGACCTAGAAGAA 

CAATTTTGTTTGCAAGCTGGGATGCAGAAGAATTTGGTCTTCTTGGTTCTACTGAGTGGGCA 

GAGGAGAATTCAAGACTCCTTCAAGAGCGTGGCGTGGCTTATATTAATGCTGACTCATCTAT 

AGAAGGAAACTACACTCTGAGAGTTGATTGTACACCGCTGATGTACAGCTTGGTACACAACC 

TAACAAAAGAGCTGAAAAGCCCTGATGAAGGCTTTGAAGGCAAATCTCTTTATGAAAGTTGG 

ACTAAAAAAAGTCCTTCCCCAGAGTTCAGTGGCATGCCCAGGATAAGCAAATTGGGATCTGG 

AAATGATTTTGAGGTGTTCTTCCAACGACTTGGAATTGCTTCAGGCAGAGCACGGTATACTA 

AAAATTGGGAAACAAACAAATTCAGCGGCTATCCACTGTATCACAGTGTCTATGAAACATAT 

GAGTTGGTGGAAAAGTTTTATGATCCAATGTTTAAATATCACCTCAGTGTGGCCCAGGTTCG 

AGGAGGGATGGTGTTTGAGCTAGCCAATTCCATAGTGCTCCCTTTTGATTGTCGAGATTATG 

CTGTAGTTTTAAGAAAGTATGCTGACAAAATCTACAGTATTTCTATGAAACATCCACAGGAA 

ATGAAGACATACAGTGTATCATTTGATTCACTTTTTTCTGCAGTAAAGAATTTTACAGAAAT 

TGCTTCCAAGTTCAGTGAGAGACTCCAGGACTTTGACAAAAGCAACCCAATAGTATTAAGAA 

TGATGAATGATCAACTCATGTTTCTGGAAAGAGCATTTATTGATCCATTAGGGTTACCAGAC 

AGGCCTTTTTATAGGCATGTCATCTATGCTCCAAGCAGCCACAACAAGTATGCAGGGGAGTC 

ATTCCCAGGAATTTATGATGCTCTGTTTGATATTGAAAGCAAAGTGGACCCTTCCAAGGCCT 

GGGGAGAAGTGAAGAGACAGATTTATGTTGCAGCCTTCACAGTGCAGGCAGCTGCAGAGACT 

TTGAGTGAAGTAGCCTAAGAGGATTTTTTAGAGAATCCGTATTGAATTTGTGTGGTATGTCA 

CTCAGAAAGAATCGTAATGGGTATATTGATAAATTTTAAAATTGGTATATTTGAAATAAAGT 
TGAATATTATATATAA 
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FIGURE 236 

></usr/seqdb2/sst/DNA/Dnaseqs . f ull/ss . DNA52756 
Xsubunit 1 of 1, 750 aa, 1 stop 
XMW: 84305, pi: 6.93, NX(S/T): 10 

mwnllhetdsavatarrprwlcagalvlaggffllgfi*tcwfikssneatnitpkhnmkafl 
peli^enYkkflhn 

PNYISIINEDGNEIFNTSLFEPPPPGYENVSDf VPPFSAFSPQGMPEGDLVYVNYARTEDFF 

klerdmkincsgkiviarygkvfrgnkvknaqlaga 
■pgggvqrgnilnlngagdpltpgypaneyayrrgiae&\(^ 
gsappdsswrgslkvpynvgpgftgnfstqkvkmhihs^newriynvigtlrg 
ilgghrdswvfggidpqsgaavvheivrsfgtl^k^ 
aeensrllqergvayinadssiegnytlrvdc& 
wtkkspsi 



XEL Y?i^P PMFKYHLY^ LVL P FDCKPX? VVtK K YADKI Y SX^MKH PQ 

EMKTYSVSFDSLFSAVKNFTEIASKFSERLQD?£ 

DR P FY RH V I YA P S S HN K Y AGE S F PG I Y DAL F D|E S KVb P S K?WGE VKRQ I YVAAFTVQAAAE 
TLSEVA K t 7 vi^ c ;- 



tea 1 ... c- . . , fc 



Signal sequence: j.^ : i7^cq -V-. 

araino acids 1-40 ^ .^S : ?£t: / " ; /; 

K-giycasyla£ion. jsites^ . .. . ~ 1 ■_„■_' _ ~ J . , ^ _■ J 

amino acids 76-80, 121-125, . 140-144 , 153-157, 195-199, 336-340, 
459-463, 476-480, 638-642 



Tyrosine kinase phosphorylation sites. 

amino acids 363-372, 605-613, 606-613, 617-626 

N-myristoylafcion sites . 

amino acids 85-91, 168-174, 252-258, 256-262, 282-288, 335-341, 
360-366, 427-433, 529-535, 707-713 
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Invention 1: claims 1-3,5-13,15-21, all partially 

Nucleic acid with seq*ID;l, encoding, a polypeptide 
comprising the amino acid sequence as represented in - - 
seq.ID.2ora nucleic acid having at least 80% homology 
thereto, vector: comprising- said nucleic acid, host cell 
comprising- said veictoif, process for producing the- protein of 
seg.I0.2* using, saidJiast^ the -isolated protein or one having 
at least 80% homology there tov a chimeric protein of said L 
pepti de fused to :a heterologous sequence,: isolated- 
extracellular domain: of said protein or said protein lacking 
Hs , signal ^ said poTypeptide* 

I n vent i oh 2:^ c lai ms: 1 - 29>38-4i, and r5&-53 ^ - ~ :^ :; : 
■ • rail partially : :; .v. T ,~,_v- - : : a, ^^: „ac:^ ,~ :-.,- r.. 



- Nuc^^^ 

- eompri si ng. the-^ino-.-acid sequence^as- rejiretseated in 

seq.JD.612 or ^ 

thereto, vector conipra host cell 

compri sing: said vect<^, process for producing t^ protein of 
seq. ID. 612" using said host, the isolated protein- or one^ 
having at least 80% homology 1 thereto ♦ a chimeric protein of 
s f id peptide fused fa a -heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
i ts signal pepti de; and an antibody agai nst sai d 
polypeptide^ Also a method of detecting PR0337(seq. ID. 523) 
using- its. interaction: with PR04991 (seq. ID. 612), method for 
1 inking- a bioactive molecule to a cell expressing PR0337- - 
through, then use. of PR04993, and method of modulating at 
least : one activity ofsa id cell thereby. 



Invention 3: claims 1-29,38-43, and 50-53, 
all partially 



Nucleic acid with seq. ID. 522, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq. ID. 523 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq. ID. 523 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also a method of detecting PR04993 (seq. ID. 612) 
using its interaction with PR0337 (seq. ID. 523) , method for 
linking a bioactive molecule to a cell expressing PR04993 
through the use of PR0337, and method of modulating at least 
one activity of said cell thereby. 
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Invention 4: claims 1-21,30-37,44-49, and 54-57, 
all partially 



Nucleic acid with seq. ID. 613, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq. ID. 614 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.614 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its. signal peptide, and an antibody against said 
polypeptide. Also a method of detecting PRO7O0 (seq. ID. 523) , 
PR0725 (seq. ID. 616) and/or PR0739 (seq. ID. 618) using their 
interaction with PR01559 (seq. ID. 614) , method for linking a 
bioactive molecule to a cell expressing PR0700, PR0725 or 
PR0739 through the use of PR01559, and method of modulating 
at least one activity of said cell thereby. 



Invention 5: claims 1-21,30-37,44-49, and 54-57, 
all partially 



Nucleic acid with seq. ID. 89, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq. ID. 90 or a nucleic acid having at least 80% homology ' 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq. ID. 90 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also a method of detecting PR01559 (seq. ID. 614) 
using its interaction with PR0700 (seq. ID. 90), method for 
linking a bioactive molecule to a cell expressing PR01559 
through the use of PR0700, and method of modulating at least 
one activity of said cell thereby. 



Invention 6: claims 1-21,30-37,44-49, and 54-57, 
all partially 



Nucleic acid with seq. ID. 615, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq. ID. 616 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq. ID. 616 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
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PR0381, as represented by seq.ID's 
PR0386, as represented by seq. ID.' s 
PRO540, as represented by seq.ID's 
PR06i5, as: represented^ by seq.ID's 
PR0618, as. represented by seq.ID's 
P.RQZ19* -as: represented: by seq. ID' s 
PR0724, ar represented: by; seq: ID "s 
PR0772 , as; represented- by seq rib 1, s 
PR0852 1 , aV represented^ by Veq? tD 's 
PR0853i a* represented: lay seq rl D?* 
PRO860,: as' represented: by /seq .1 Qfs 
PR0846; as. represented? by seq*ID'.s. 
PR0862,v:asv represented^ by seq rJDv'-s 
PR0864?i; a s representedi by seq= IDr' s ; 
PR0792* a* represented^byv seqvl -Sn 
P R086&, T . as represented: by^seq^I D~ s " 
PR087i;,-as- rep^eseriteaCBy: ^eq^rD-'s. 
PR0873» as; represented iky:. seq.ID's 
PR0940, as representedtby seqUPi* s 
PR0941- - as' repreiehted^b^ seq^I D ' s : 
PR0944V asi representeti bjr seqvlD-'s 
PR098S, "a is-* representel*' by seq. ID • s 



144 and 145, 
149. and 150; 
156- and 157, 
161 and 162, 
168 and 169, 
177 and 178,. 
18? and 183,;: 
island 190, 
195- and 196, _ 
205 arid 206y 
;2r0Vand^21E~v 

i215^aAd2164- - 

~225-and^2frr- 
23QAand23i^ : 
23S and 236i 

244:ani24SV.. 
253uandi254;: : 
;2S8faff(t259^:_ 
26?:aijct264r_ 
269-arid 270J," 
28J and284. 



r Claim r 9-. 

PRO1057 
PRO1071 
PR01072 
PRO1075 
PR0181. 
PR0195;. 

- - PR0865; 
.- PR0827* 

~7 •. "TV PR01114 
- PR02374 

1 .-; PR054:lv 

- PR0273', 
PRO701-, 
PRO704,. 
PRO706, 
PRO707, 
PR0322, 
PR0526, 
PR0531, 
PR0534, 
PR0697, 
PR0717, 
PR0731, 
PR0218, 
PR0768, 
PR0771, 
PR0733, 
PR0162, 
PR0788, 



^ as represented by- seq. ID^s 295 i-and- 296 , 
, as represented by seq. I D ' s 300 and; 301, 
r asv represented by seq. Itt'-s 3O2ian&:303 , 
, as; represent edtbyl seq. ID' s 308^and 309, 
as; represented by seq .1 D ' s 321 and 322 ;' 
as: represented: by seq. I D ' s 32* and 330, 
as: represented- by seq. ID' s 3^36 and 337, 
as- representedf by? seq. ID' s -345 and 346; 
r-"as" represented byi seq. I D ' s 35 1- and' 352, 
asr represented: by! seq . ID'- s 357 antfi 358v 
as? represented- by seq . ID'S 362 and* 363; 
asA represented by- seq. ID ' s 369 and 370,: 
as represenfceckby seq. ID ' s 374 and 375 r 
as represented by seq.ID's 379 and 380/, 
as represented^ by seq.ID's 384 and 385, 
as represented* by seq.ID's 389 and 390, 
as represented by seq.ID's 394 and 395, 
as represented by seq.ID's 399 and 400, 
as represented- by seq.ID's 404 and 405, 
as represented by seq.ID's 409 and 410, 
as represented by seq.ID's 414 and 415, 
as represented by seq.ID's 419 and 420, 
as represented by seq.ID's 424 and 425, 
as represented by seq.ID's 429 and 430, 
as represented by seq.ID's 436 and 437, 
as represented by seq.ID's 441 and 442, 
as represented by seq.ID's 446 and 447, 
as represented by seq.ID's 451 and 452, 
as represented by seq.ID's 453 and 454, 
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PR01008, as represented by seq.ID's 455 and 456, 
PR01012, as represented by seq.ID's 458 and 459, 
PR01014, as represented by seq.ID's 463 and 464, 
PR01017, as represented by seq.ID's 465 and 466, 
PR0474, as represented by seq.ID's 467 and 468, 
PR01031, as represented by seq.ID's 469 and 470, 
PR0938, as represented by seq.ID's 471 and 472, 
PR01082, as represented by seq.IDls 476 and 477, 
PRO1083* as represented by seq.ID^s 482 and 483, 
PR0200, as represented by seq.ID's 487 and 488, 
PR0285, as represented by seq.ID's.495 and 496, 
PR0286, as represented by seq.ID's 497 and 498 
PR0213-1, as represented by seq.ID's 505 and 506, 
PR01330, as represented by seq.ID's 507 and 508, 
PR01449, as represented by seq.ID's 509 and 510, 
PR0298, as represented by seq.ID's -514 and 515, 
PRO403, as represented by seq.ID's 525 and 526, 

For the sake of conciseness, the first subject matter is 
explicitly defined, the other subject matters are defined by 
analogy thereto. 
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